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(57) [Sft] «£IE#) 

mtk^m * ( i ) : 
/ — v ° 

Af — X — / Y— L 2 ^ w ( | ) 

t?«£;h,5*fc&tt D*f, Arlt J: *J Eft $ 4x 

r^6ri#*6, (c 6 -c, o ) ry-;Hxu 

(C, -C> ) ^ro7!i-;Ht'$)?) ; XJS, 
£\ -CH 2 -S, -SO z -g, -CO-S, -CH 
R 1 0, YIS, I*SfXliCHS-C*)!3 ; 

zis. ffiSfSMf-cfca. ] Mtif, 6-r^y-2- 
[2- [ ( l -^<yf y^yu^^/u- y v^y- 4 - 
jj;U7$i^;U) -T ? y ] -3- (lH->f y K-;V-3 
— f/U) -/P^;U7^/] -^^r-^^ife- ter 

fifcfi*A' ; e> (GH) »*©ffijg(^^ffl-Cfc-5o 



( 2 ) 
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[BMW 1 1 * ( I ) 
[fti] 



Ai — X — N 



z~w (i) 



K*, Arte, »&^J:?lia«SixTV^ri:dSfc 

5, (c.-c l0 ) ry-7u«xn (0,-09) 
ry-^s-e*5 ; xit -ch 2 -i, - 

S0 2 -S, -CO-1, -CHR'-S [R 1 ^ (C 10 
-Ce) 7;^;HT^^) , Xli-CR 1 ' R 1 ' -g 
[R l 'a^R ,- H:, V^-fJxt, ^ix-eiT4SALLT (C, 

[ft 2] 




[ft 3] 



^ : 




[ft 4] 



[ft 5] 




30 



40 




Kb 7] 




R" 'RtfR»*fi, ^nfe*s#4t5»^icii, zkitfjgK 

-c 6 ) r/v^uK, (c-c.) ^fnry 
— /u (c,-c 6 ) t/u^a^ rx* (Ce-Ci 0 ) ry 

; Wtt\ 5£ (a) : 



20 ^\ (C, 



[ft 8] 



(a) 



-|-N-CH 2 -Q-CH 2 — l< 6 



R\ R\ RrJR b &, *mm** 

guft^nr^sr t<D&z (c-Ca ) r^^as, 

te. (i) (Ce-C.o) 7y-;H; (ii) (C -C 
9 ) ^fn/y-yH; (iii) (C-C) ^n7 
/U^r/Vffi ; (iv) (C3-C0) ^fo^o7^ 

^S^blJRLfcStfcot, h88E (i) - (iv) <n 

C e ) 7;^^vS H (C-CJ T/^/vm^h 

5) -C«SixS*;at«: (b) : 
[ft 9] 

* 3 R 4 ' 



50 



(s£«K R 2 \ R 4 \ &tfR 6 " tt, *mm*. ®^(-J: 



( 3 

3 

*$*t-cv*a- h<o$>z> (c,-c 8 ) T/i^/uK, R 

xtw&iz j:^^o y isffi^-xte hi) 7 tv* a y 1 

5T*fcO ;tUR 5 ^ (i) **B-iF. J: *) 

£*IT\,^Z Zk<D&Z> (C,-Ce ) Tyv*yu&. 
^IdJ: O^Dy^JH^xii h y :7yu*-ny ^yug l <g 
4^Ji-C©g|$nTV>5Ci:^fe^-<^v ? /uS ; (ii) 
5£ : 10 
[ft 1 0 ] 




r 6 (C-Cs ) T/u^/uS, J; 9 

p y isffi&IS L < 13: h y 7yM- n y ^yu& l fi£JUb"C 

Z>m ; RTfi (iii) a : 20 
[ftll] 

(H) R 7 

^Sifi«±"CH»$tbrt>-5r tcofcs (c- 

c 8 ) r^jum. x&m&t££Q^v# t >'m*mi>< 30 

-oka) ■ca**L5»36>b»«bfcS-e*)S] -egt£*t 

(C.-C l0 ) ry-/uST*5, »*B1 

[f§*53] SAr^ ^yyus, ^~yvg, 
yy^as, ^yy/n, -ry^-r^y/us, 40 
y/^s, y^-^ri^y v^m, epy;ws, hyryy 
/vs. ^ h?3/yn* % >r ^yyyy^, 1. 3, 5- 
w^r/y;H, i, 2, 4-^f^7/y;v 
1, 2, 3-^f^7/y^s, 1, 3, 5-^ 

r^7/y;H % 1, 2, 3-f7v?7/y^S, 1, 

2, 4-^7^7/y^i, try^yus. fyss^/u 
s % tr9^=^s. ey^/us, i, 2, 4-j>y 

7v^^;US, 1, 2, 3- h y Tv^yu®, 1, 3, 5 

-hyr=^s % [3, 4-b] t°y^^yu 

s, v/yyy^;i/a, y^y^yvs, yy-yus. so 
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4 

6, 7-^fc Kp-5H- [1] tfy^^yug, -<> 
✓ Cb] W7x=/US, 5, 6, 7, 8-fh7t K 

p-^y y v-3 — ryvs, 'oya-^yy/ug, 
>y^ryyyus. -o-y^y^ryyyus, ^>y>r 
y^-^r-y-yyyus, -<^y>r ^yy yyus, ^t-t^t 
-y^S, y^r-^-^^nyus, ^y/77^S, >r 
y-<y/7 7^s, >ry>r>Kyyus, ^>Ky^ 
^Ky^~/vs % Y>-yyyyus. >rv*yyyu 
*yyyug, -7?7i?^>^ *y *-y-y~yug. 

a>^il^Lfc (C.-C,) ^fp7y-yHtfc6, IS 
^p^vlgf, 7^/S, h y 7;^p^ ^yuS, ^yv 

#*iyS, (C,-Ce) 77U=i*VS % (Cr-Ce) T 

y;^^ys, (c,-c«) ryu^ryvr^ys, [ (c 
, -c 8 ) Tyi^yu] 2 T^y&, (c.-Co) r>^r 
^;s, >rys, ^hpS, (c,-c 6 ) tvmf-A' 
ffi, (c, -c.) ryuy^yus, (c 2 -c 6 ) ryu*~ 
y^S, (c,-c») TissuTxsm. >ry (c- 
C 6 ) Tyu^ryuS, hyyyv^py^yu (C,-Ce) r 
yu^yv^, ^hn (C,-Ce) Tyv^ryuS, (C,- 
c 3 ) T)v*)v (y7;u^p^f i/y) (c,-c 3 ) r 
yv*yvS> (C,-C e ) 7->;U7^y (d-Ce) Tyv 
^ryvS. (c,-c.) 7;u3=^y (c-Ce) t*s>vt 
^yi, r^y (c, -c 6 ) r^y (c, - 

C.) 7y;u (C,-C«) TyV^yvS, (C»-Ce) T 
yv^ryvr^y (C.-Cj T^yvS, [ (C-Ce) T 
yv^fyv] 2 T^y (C-Cj Tv-yuS. (C a -C l0 ) 
i/^DT/u^ryu (C t -C 6 ) Tyv*yv&, (C.-CJ 
TiyyU^-^r^ (C,-C.) TyU^ryUS, (C 2 -C 6 ) T 
yu^^v ( Cl -C ft ) TyV^ryuS. tf^v^yU (C, 
-Ce) TyV^ryUS, (C,-C 6 ) TvWT^y (C- 
C 6 ) Tyv^yuS. (Ce-Cio) ry-yv (C,-Ce) 
Tyvridrv ( Ci ^ c j ryv^ryvS, (C 2 -C 9 ) 

pry— yv (c-Co) ryv^^rv- (c,-c») ryu^r 

y^S, (C,-C 6 ) Tyv^ryv^ (C-Ce) Tyu^fyu 
(C 6 -Cio) 7y- yu^ (Ci-C.) Tyu^ryu 

as. (c,-c«) t^)v^)V7 (c,-c 6 ) r 

yU^ryuS, (C 8 -do) T y — yU^yV7-< — yu (C» - 
C 6 ) TyU^ryuS. (d-C 6 ) T/^/i-^/U^^/u 

(C 1 ~C 6 ) Tyv^yvS, (C 6 -C 10 ) 7y~ yw*yu 
^^yu (C,-Ce) Tyu^yuS> T^y (C,-C 6 ) r 
yv^ryuS, (C,-C 6 ) Tyu^yvr^y (C^-Ce) T 
yu^fyuS, (C,-C 6 ) ryv=¥yv (i/7;^py^i/ 
>-) (C,-C 3 ) ryv^-yu (v^yt^ny fu» 

(C^Ca) Tyu^yvS, (d-Co) Tyu^v' (C 
i-C.) Tv-yuS. (C,-C 6 ) T?\s*)VT*; (c, 

-c.) rvyus, [ (c.-Ce) T)v*)V\ 2 r^y 
(c,-c.) 7y;vs, (Ca-c.o) ry-yus. 



( 4 ) 

5 

(d-d) — xnry-/us. (Cs-c„) ry- 

JV (C,-C 6 ) TA^/Ug* (d-d) -■foTy- 

/u (d-d) 7;u^/uS, (d-do) ry- ^ 
(d-do) ry-/H, (d-do) ry-^ (c 

e -Co) 7y-/u (d-d) 7;u*;H % (d-C 
,o) '>^7;^I, (d-d) v^nTA^/U 
(d~d) T/U^yuS. (d-C,.) ^fn^n 
7;V^;H, (d~do) — oT/U^r/U (C, 
-C.) TJU^rJUm. t Kp^> (C 2 -d) T!V*)V 

(d-d) 7i/;^^v (d-d) 7vu*/u 10 

(d~d) 7/Ua*i/ (d~d) T/W^r^S, 
fcV<9$^=./l' (C,-C«) TA^US. (0,-0 T 

^ y (d-c 6 ) r/u^/us. (c.-c, 0 ) r 

y— /U (d-d) 7/U3*-> (d~d) T/U3r/U 
(C,-C.) ^fo7y-/V (Ci-Ce) T/U^3r 

v (d-d) 7^^;uS, (d-d) t^a,*?* 
(C.-C.) Tj^j^&. (d-do) 7 9-;uf* 
(Ci—C.) 7/V^;l/S, (C,— d) T/l"*A>XA>y 
^xwu (C, -C.) 77U^/US, (d-do) 7y- 
/U;*/W:7>f xl/V (Ci— C.) TA^HS* (C— Ce) 20 

r^^r^x/U/^^^ (d-d) 7^;H, (c 6 - 
C, Q ) Ty-^^^u (Ci-C.) 7;u^;ug, T 
^y (d-d) 7;u^;uS, (d-d) 7/u^;u7 
5:/ (Ci-c 6 ) tvu^uK, xtj« [ (d-d) r/u 

3r/U] 2 T^/ (d-Ce) TATA'S** 
*ft«T4ftiC LTW* LfcBftK 1 ~ 5 tit 

[89**5] m$m. (a) <0»£O OSQ#, 

7^=^XAt5^-7^/uX^&S^b^ (d-do) 

r y -/nt-* -5 % 89** 1 ^e* <Dit&m 0 30 

[89**6] SW HW*tt (a) <nW&] comQtiK 
7!i;vS, Tr^/VArX* lf7/y^S, 

-fy^7/y/^ ^tyy^i, ^y^t/y^ 
X, t°py;H, b 9 TV V ^m* "rby^V/^ 4 
$4ryyA>& % 1, 3, s-^i^r^y/uffi. 1, 

2, 4-^W7/y/^ 1, 2, 

/y^S, 1, 3, 5-f7^/y/H, 1, 2, 3- 

f7^7^y;H, 1, 2, 4-f7^7'/y^S, fcf 

y^&, ey^^s, t e 7^^ tfyy-^A- 
1, 2, 4-hyr^s, 1, 2, 3-hyr 40 

^;uS, l, 3, fy/p 

[3, 4-b] tfyv^ug, i/yyy=;H, /fy 

v>~A-2L ^-A^ 6, Kp-5H- 

[1] tryv^/u*, ^o-y [b] ^-^-a^ 

5, 6, 7, 8-7" by b Ko-^y y >-3->T/u 

'O'i/^-y-yy ^y/f7/y;uS, 
y>r yf7y y^s, ^y/^y^fyy^s, 
^^'/y/H, f-r-ry^/^x. ^yf7t7r 
^ug, -o-y^^^/us, ^y^yy7 7^n, >r 
y>r^Ky/u* % >r^Ky/^K. >r^Ky^=^s. >r so 
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✓***^/Hi3a»6ft&»*»fea*ufc (d-d) 
Arory -/n£-e*> s , 89** 1 fcfi*©{fr&4fe. 

[89**7] [StRtt (a) (D4&g\) ©SQ#, 

^pypt>S, v^n:/^/!^ V^n^V^/U 
V^P^^r^S, V^P^/^H, i/?u-?u 

^n^3rir^/u^ v^p^yf^S, 1, 3— 
py^yx^ui, i, 3 - >^ u^o-* v^xwug, 

1, 3— D^^r-^v^Ji^/US, 1, 4-v^tr^=Jr 
•tf-v^—A'SS, l, 3 —5/^ X2^~?$ v^^A^ 1, 
4 - >^ P'V^ ^m^yuS, 1, 3, 5 — 
^hyji^/US, fcfv^o [3. 2. i] t* 
v^u [2. 2. 1] ^-fpl/, RU^tlhnS /utf/ls 

>-2-^>>^muMffi*>bt£zmi>*bmiRi,tz (d 

-C 10 ) v^d7;^^ST^6, 89** 1 irEftoft 
[89**8] (iKtt (a) <om&) (omQtiK 

t e pyv?n;H, r- by t KP77^;H, t?tKo7 

i, 3-tw;^y-3->f;us, jy^rs 
yv^jum. i. 3-f7/y^y-3 — r/u». 1, 
2-t°^;/y v^-2-^a-^ l, 3-t°7/y^y 
- 1 — r t°-<y v?=;us, ^Tt^Asfr- y ^s, 

1, 2-rh7bKaf7i/>-2-^;H, 1, 3- 
r F7t Kpf7^- 3 -^f/l^ rh7t Knf7 

v^r^/u^ */^*y^/u*, l, 2-rh7t kp 
^r-yy-2-^;^ 1, 3-fh7t Kp^^y 

/us, at5^o^^/ux*»&ft«»*»6awiufc (c 3 
-Cio) ^fny^m/Htfcs, is** i lege 

[19**9] 6-7>y-2- [2- [ (1 

7 ] - 3 - (l H-^yK-^-3->l^) -^n 
^;U7^y] -^^r^V^ ■ ter t -y^'jU^y.T 
;V ; 6-7;;~2- [2- [ (4 — Oy^/U- t°-< 
yi?ls- l-jjJi-tf^Jl') -7^y] -3- (1H-^ 

yK- yu-3->fyu) -ypt^^/ur^y] -^^-y* 

^ • t e r t -y^JU^y,T/U ; 6 / - 2 - 

(3- (1 H — r^K— yu-3->f^) -2- { [4 - 
/U) - tr°^^i/>-- 1 -y7/U^ 

^/Kl -r ^ y } -7 p pt 9 ^;v7^y) -^^^m 

•ter t -yf/Ux^r/^ ; 6-T^y-2- [2- 
[ (4 — -<>-^>^/U7^^.yu— v^>-- 1 

^/U) -7^y] -3- ( 1 H-^ >- K-A— 3 --r 
-ypfc't^^^y] -^^rif>-^ ■ tert- 



r 



( 5 ) 
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y^jUai^/u ; Rlfi6-7 (3- (1H- 

>f> -2- { [4- ( 4 

y } -^d e^-^/ur ^y) =*i*-v® • t e r t - 

[19*^10 1 4- ( - 
fcV<7v>>- 1 -^7/b^>-^ . [l- [ (4-7^ y y 

^/u-ey ^>-2-> r^y^vio -^yu^^e>r/u] - 

2- (lH-YyK- -m^vu] -r ^ 10 
K; 6-T^y-2- (3- (lH-^f> K — /U— 3 — 
^f/U) -2- { [4- ( hyuoi^— 4 -^/u^^/u) - 

e^v^- i -^/utf-yu] -7 ; y } -y^y/ur 

^ y ) -^^-tf-Vg^ • t e r t —7=f')\'^-7s z r?\' ; 6 - 
7;y-2- [2- { [4- (4 -^yu^-u--0"tf > 

y} -3- (iH— r^K-^u-s-^yu) -^oe^- 

-/t'T^y] ~ ^3r1f >gg . t e r t -yf;Ux^f 

>«■ [l- [ (4-r> y^^u-k e y^y-2->r 20 
^y^/u) — ^/w-^e-f yu] -2- (lH-^yK-zu 

-3-^f;i) -m^/U] -7-; K ; 6 — T ^ y - 2 - 
[2- [ (4 — <>--fef ^^fVib—tv-yf^Vi/- i - 
-7; 7] -3- ( 1 > K— /U- 3 

— -y^y/UT ^ y] -^^r-^^jg • t e r t - 
-/^-fV^-^=r)V ; 6 -7 ^ y - 2 - [2- { [4- (4 

n n — t°^v v^- 1 
/UTtf^/U] — 7 ^ y } - 3- (1 H-^y K— /U-3- 
^/U) -/p W^7^ y ] -^^rl^Vj^ • t e r t 
-y^/Uoi^^/U ; 4 - (4 -y ^fr-^lsy^ JU) - 30 

t^^^v- i ■ [i - [ (4-r^yy 

^/u-t°y 2 — f/v-y^i') -^/u/^^r/u] - 

2- (lH-^fyK- su- 3 — f/U) -cn^yu] -7> 
K ; 6-7^ y - 2 - (3- (1 H-^V K— 3- 
- 2 - { [4- (4 -y ^JV-' <W-Y/U) - 1° 

-^v^- 1 -7 ; y } -y^y ;u7; 

y ] -^^r^>-^ • t e r t - ^^yUni^ ^/u - 6 -7- 
^ y - 2 - [2- { [4- (4 -^yl^n -^O-;/^ 
JV) -h^7^y- 1 -^/u^f^i/p] -7 ^ y } - 3 - 

(1H — r>- K— ^-3-^^) -/nt°t^7^ 40 
y ] — ^3rf->-$* • t e r t —^ s f'jU=r.^ : r/U ; 4 — < 

tv^v^- 1 -$;U7$ism - [1- [ (4 
-7 * y y ^/u- ey -^v- 2 — r ;uy ^vp) -#/w* 
^e-T/u] -2- (ih-'O k — /u— 3 — < /u) -31^- 
/U] — K ; 6— T^y — 2— [2- [ 
^ /V -V<7*Jls- 1 -*/U/J?n^U) -T^y] -3- 

(iH-^yK-;v-3->f^) -^^y /ur^ y ] - 

^-^r • t e r t — :7* : ?VU3l;*-7VU ; 6 — 7 ^ y — 
2- [2- { [4- (4-^po— <;/>^;U) - fcV< 

1 — T ^ y } -3- (1H- f 50 



K— — T/U) -/pft^T^/] ^ir 

t e r t — ^/^/Uzn^x/^ ; 1 — ( — 4 

-^/U^n/U) - f-<y v*>- 4 -^/U/tf^K • [ l - 

[ (4-7-^y y^u- try^>^-2-> rA-y^vu) - 
^/UA^f/u] -2- (iH->{yK-;u-3 — f/u) 
-zn^yu] -r ^ K ; 6-7^ y - 2 - (3- ( 1 H- 
>f > K— A'-3->fA') -2- { [1- (b/^>~4 
-*/U&=^;l,) - t^y 4 -7-; 

y) -y^-Vsi-T ^ y] ^r-y->^ • t e r t -y^- 

yU^c^X/U; 6-7-; y - 2 - [2- { [ 1 - (4-^ 
/l^^-n --^v-if >-^/u^-yu) — t°^y v^V— 4 — ^7yU 

^^/u] -7^;} -3- (1 k— /u- 3 ->r 

/U) -^n t°^--/UT ^ y ] -^^r-y->^ • t e r t - 

-4-^7/u^v^- [1 - [ (4-7^ y y ^/u-ey 

2 --Y^uy yu] -2- (1H 

-^✓K-;v-3-f;v) -^n^vi/) -r^ K ; 6 — T 
^y-2- [2- [ ( 1 -^^-tfv^/u*—^- e^<y 
v^>--4 -r ; y] -3- (iH-^y 
K— — T/u) -/f y;U75/] -^^i^^ • 
t e r t -y^-yU^i^X/U ; 6 -7; y — 2 - [2- 
{ [1- (4-^ D p-^yify7^^) - t^y 
v^^-4 -r^y} -3- (lH->fy 
K— yu- 3 — T^) -^^^7;;] -^^V- 
g£ - t e r t -yf/Ux^f/U ; 1 - (4 -y ^/U--< 
^-y-Y/u) -tT-<y v ? >-4-^yw^>'^ • [1- 
[ (4-7^//f;u-t°yv?y-2-^;Mf;u) - 
/p] -2- (lH->fyK-/u-3 — fyu) 
-31 ^u] -T ^ K ; 6 -7-; y - 2- (3- (1 H- 

>f>-K— — r^) -2- { [1- (4-y^u- 
^o-^-f/u) -t^y^y-4-^/^/u] -7^ 
y} -^y/ur^y) -^y-^m • t e r t 

; 6 -T ^ y - 2 - [2- { [1- (4 

~7^; y } - 3- -7* 
Dt't^U7^y] — tert-^x 

• [1- [ (4-7-; y>^;u-t°y vy- 2-^/1-y 

^/V) -jDV/^^fr] -2- (lH-^y K— /l"— 3 
-^T/u) -T ^ K ; 6 — T ^ y - 2 - [2 - 

[ ( 1 -^y/^f/u- k^y v^v - 4 - - 

r^y] -3- (ih-^o-k— /u-3-^/u) 
y^r^y] -^^-y-^- t e r t -y^-jv^^ 

^ ; * S -2- [2 - { [1- (4-^nn 

--<>y-f yu) - t°-< y -J>y— 4 — ^yu^K^yu] — 7^ 
y } - 3 - (iH->fyK-;u-3 — f yu) -/p 

— />7?y] -^^r-y-^® ■ t e r t ?Vzxl^=t f v 

11] : 
[^12] 
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[Arte, »-&K£9E»£ixTl*Sr fcriSfc*. (C 

6 -Ci 0 ) ry-/usxii (d-d) ^fnry-^ 

-CHR'-S [R'lt (C-Ce) 

r 1 *^ v^i*ixfc, -tn-PixffljfeLr (d-d) T/w 
^S"C*>«>] "CfcO ;Yte, SSSfXttCHStk 20 

(d-C.) T/U^r/U^, (d~d) T;V3^rV 

:^*5 0-5fi©B«S-efc!3 ; R 4 ' &tfR 5 ' 

n ^ ^-/ua i m&±xm& $ v ^ w t <o & z 

(C-Cb) RtW^iU^a^Bf 

Itnll 2-5t'fc6] SgLO* 30 

[1^12] R J XliR 2 '^ 
K^Xtt h y > ^vwJS l m&>±X®.mZinX\, * 

(C,-C 8 ) T/U^^SXIt^^^S 

[iMl3] R\ R\ R 4 \ R 5 . R 5 \ &U<R 6 

(d-d) 7^^;nxi^^^st^i), m&m 40 

[19*3® 14] R 7 '3mR 7 'a>\ ^^J:«9^ay> 
6 c (d-Cs) T/^/mil^y^S 

m&m i icfla««)ft-a*. 

[IS*® 1 5 ] ttftftOfflaRtt 1 KE*t©fl:^4*, & 
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IW#S i 8 1 IS#5C i lcfe«<Dfl:<a«, fttWRSJ* 

9] Mi-. rtft^/u^^tta^^K (G 
HRP) Xfi^fi^/^V^m^^^ (GHRH) £ 

[0 0 0 1] 

SfcS^yl^e^ (GH) ^*«:ffiit$-&5|[g#J^(H)^ffi 

[0 0 0 2] tfftsM^^fflffiW:, jfe^ttxtt«^tt 

^^ffltSt, ISft^U-Clfta^ftSo GH^ffl 
©B»l*>#Affitti: LTB:, b*>©J:ofca!iat«SjlUifi 

*s#ffl"C*>So ^it^^^^7 5/7 p u^ i 
^ u— ixa via, GHix^^SjfiSf-cfcsefRftibttt^ 

<OlRS, 9 (leanness) , 0D<Z)igi 

[0003] ^s^yu^^^Hsss^-tt. &z>mm±<D 
j&m\z*3\,*xm®t£Zb&ib&tiK mmia*mm&& 

JB*#»«cHt^"C, iB:SE«-^Ii«SGHcofifiS:A» 



( 7 ) 

11 

•£(£>£3:(D (intact) :RIB"eR60>"t\ GHKgi 

/i^e^te, ^TgfJfiffio^S^^^aW^^K io 

(GHRP) Rt^^L&^/^^tklti^/i^e^ (GHR 
H) ^J:^#J«irjS:«LrT*ffSSai*»6>»W$ix5 0 

^> (SRIF) Ht % T^Sua^) (28fi(D7^ 

y-? hx?^^, ttc^amr/'tt&nffiftir (ne 

uromodulator) Ltt>^t5 (— ftSW 
l^f-KLTfi, S. J. Hocartb, J. Med. 
Chem. , 4 1, 1 1 4 6-1 1 5 41, 1 9 9 8^ 

[0004] v^h*9^<o&m^ttoftmxmbt*\z- 
fcoT?fcs 0 y-^ h^^^^^u-fe^^-^jg^-rs 

Jt6GTP/GDP«)«^Xtt»W«riEaSU, fflJBrtSB 
^fgtefl^tfv';/-^/^^ (signaling 
events) ^£ag< 0 k *5 frtt, y*^ h**^>' 

Id, ififfi^«B«jC*rfiiL. ^tliaoTGHRPMG 
HRHtt, ^SO^^^^O/S^^/^^^ 

The Encyclopedia ofMol 
ecular Biology, J. Kendrew 
E Bl ackwe 1 1 Science, Ltd. , 50 
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1 994?, 3 8 7l^#I$il/t^ 0 

[0005] bx?^><om&)m$&^<Dftm\^ '> 

fc< ^oSOl/W- ( s s t 1 — s s t 5) {^<fc 
> K*t L T m fit L fc. a ft £ L X v * 5 C k & £ # % 
fill, a^wttJBrtiov/^/uric^^EffiWlcxiira 

ixSo s s t 2*^:7^1^:7^ -IS, TSft^Klcfc 

rowi??"*— te, 3:^, s s t 2Se^te¥^i 

f s s t 2AMs s t 2Bt Lt«§Shtt^ 
(M. Vanetti^, FEBS Letters, 

3 1 1, 2 9 0-2 9 41, 1 9 9 2^) o ^/h. bmI2 

s s t 2 u-t:^— i*, h y V&tft** * 
(omW&mftlrZ- t^^ifC^So UK, s s t 2 

[0006] ^i&coy^ h^^-vr^—;* h#fs©£ 

tLTt^ (#J;il;f, WO 9 8/4 4 9 2 2, WO 98/ 

4 5 2 8 5, 9 8/4 4 9 2 1 £r#J»£Jxfc: 
H ^ffllft s s t 2)g^y-7 baf^r^* 

CDf&i&fCte, W. R. Baumbach^, Molec 
ular Pharmacology, 54, 864 — 
8 7 31, 1 9 9 8¥, RXfS. J . Ho c a r t 
J. Med. Chem. , 4 1, 1146—1154 
M, 1 9 9 8W^ B L^U*dSb % MSBIk'&ttttffi 

^tt^M¥Uffi1)B&U%£tt«) ^^TL, s s t 2^^^" 
[0 0 0 7] 

[MKrAK-r^fc^^S] *¥&W\Z. ^ (I) : 
[fU3] 

/ S> j? 

AT— X— ^Y— ^ — Z— W (|) 

Arii, (c.-c,o) ry-/Hxii (c,- 



R'-g (R ,, SO t R''li, v>-f*i<t. **ieh4ft '\ V 

"~ ^ 
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c.) ^ory-^s-cfcd ; XI*. dt»K4K -C [ftl9] 
H,-S. -S0 2 -S, -CO-1, -CHR l -3 

[R l tt, (d-d) 7;u^St?fc5) , XIS-C _ H 

R ! 

a£LT (d-d) TA^/ug-C*>£>] "Cfc^ ; Yti. 
[ftl4] 

io jkmm^xfc (d-d) r^/ua-efco ; 

§ffJ^H\ (d-d) T/u^^S. (Ci-C.) 
7y-;i^ (d-d) 7/u^;ua, (C.-C.o) 

ry— ^ (Ci-c.) T^^mfrbtezmfrbzti? 

X-m£tiZ^ it: naiUTlRLfcS-CfcO ;Wli, a (a) : 

[ft 1 5 ] [ft 2 0 ] 

R 3 

S T ^R« 
-|-N— CH 2 -Q— CH 2 — NC c 
(a) * R 

K4>* R 2 s R\ XtfRMi* TklRJR^. 
/M3^yE«fi h y 7;^p^^S HBBLh-OIB* 
SixTt^r. k<OlhZ> (d-d ) 7^^;uS C^*J^l 
-CaStLSS, tf, (C, -C 6 ) TA^uafi] . XUW^lCfclJ'Ma 

itri«tfcSt*fcl!) ;*fCQIi» (i) (C. - 
do) 7y-;H; (ii) (d-d) ^fnry-;u 
S; (iii) (d-Cio) ^o7M;uS;Rt; (i 
30 v) (d-d.) ^rD^o7^;H^f)WLf: 

s-efeo-c. huIb (i) - (iv) ©*r±, ^ix-^n, » 

§i:J:!)^ny^, (C,-d) 7/>3*Vl, & 

■e^^ttss, * : (c, -d) r/u*/n;*»fe»scLr»RUfca;nB 

* (b) : 






Mb 2 1 1 



? 3 R 4 ' 



(b) *F 

■CASttSK, 5t: K*. R 2 \ R 4 \ aWtt, **1BHF\ ®^JCJ: 

[ft 1 8 1 t> p y^JR^F-Xtt h y p > ?vuK 1 fflJ^±T*E 

H J I J xtf, (C, -c 6 ) 7;u=¥;ug] , 0^ 

TRMt (i) *sWSHP, i^a^^D^yifx 
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\,*Z>-k<DhZ>'<>i//l'& ; (ii) i£ : 
[fc2 2] 




lit*, R 6 ii, *.mm?. i^iao^Dy^^ 
(c,-c a ) r/u^r/uS [t*J;tkf, (Ci 

:^fc^y^ST^5) -C^$tb5S;&t5 (ii 
i) 

1^2 3] 




C 8 ) T/U^r^S [#J;tl;£, (C, -C a ) T/W^/U 

* y ^/uS i fi«±-cE»*nri ^5 r. t <D*>Z'<>is 

[0 0 0 8] £ L Wfr&4* fc tt Ii, s£ : 

Ut2 4) 




[^Arli. fi&fE<0^SS£I^CSc5fe<0* (C 6 -C,o) 

TV-sumxn (Ct-c 9 ) ^fo7y-/m-c*9 ; 
R l0 ii, tKo^s, ^oyvw, r^yg. hy 

Jfr/Utf^g. ( Ct _ C6 ) TyW=I 
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/^r^yS, [ (d-d) T/u^u] 2 r^ y 
(d-d) Tv'/ut^s, i^rys, ~hn 

(C-CJ T/U^r^S, (C,-d) T^^/U 
(d~d) T/ls*-sum. (C,-Cs) TiS/UT 

^y&* *stj (c,-d) r^^^s, hi)?*** 

>^ (d-d) T/u^B. ^Fd (C,-d) T 
/l^uS, (d-C 3 ) Tvu3r;u (^7;^pyfi/ 
>0 (Ci-C) T^J^m. (d~d) ris/lsTX 
J (d-d) T/USr/l^, (d-d) T/Ua^V 

10 (d-d) rv/ur^s, (c,-d) r> 

(C,-d) TS/A* (C-Ce) T/U3r/U 
(C.-d) 7/^7^ (C,-d) 7-WV 

I (c,-c») r/u*/u] 2 r^y (d-d) r 

->/t^ (C 3 -C l0 ) v^^nrM/l' (Ci-C*) T 
A3r/l^ (C,-d) r^^r'> (C-Ca) TJU 
*AS, (C 2 -C 6 ) TVUa^V (C,-Co) T>V*)V 

e^^^^/U (d-d) T/U^r/U^ (d- 
C 6 ) 7'>yU7 ^ y (C,-Cs) T;U3r/l^ (Ca-C 
».) ry-;u (d-d) 7;U3^rV (d-d) T/u 
20 3r/uK, (C 2 -d) ^fD7y-;l^ (C,-d) TA> 
=J=^> (C-CJ TA^l^, (C,-d) T)V^r)V 

(C,-Ca) TyU^r/uS. (Ca-do) 7!i-^ 
^ (C.-Ca) TVU^Ug, (C,-Ca) TA>*As* 
A^^^A^ (C,-d) TATA'S* (C fl -C l0 ) T 
}) —jls^jU? j (C,-Ca) TATA'S, (Ci- 

d) T^U^r/U^^^^^ (C,-Ca) 7/U^r/WS, 
(Ca-Cio) 7U-;^;^^^ (d-d) TA^ 

/uffi, r^y (c,-Ca) T*v*>vm. (d-d) r 
A^ursy (c-c B ) 7;>*^a, (c,-Ce) r 

30 A^/u (^7;utD^ ^V) (Ci-C 3 ) Tfr*r 

;v (^7^D^fuy) (d-Ca) Tv'U^r^S, 

(C,-Ca) T>Vn*;y ( Cl -Ca) 7^S» (C, 
-Ca) 7VU3r/UX^y (Ci-Ca) 7i/;H, [ (C, 
-Ca) T)V*;V\ 2 T% J (C,-Ce) 7V/H, (C 

a-C l0 ) 7y-;uS, (C 6 -C») ^fp7y-;u 
(c 6 -c J0 ) 7y-/u (d-Ca) r/u^use. 

(C 2 -d) ^TD7y^ (C,-C 6 ) TVU^fvU®, 

(c 6 -c l0 ) 7y- (Ce-c,o) ry-n^ (C 

6 -C,o) ry-/U (Ca-Cio) 7J-/U (d-Ca) 
40 T^^r/U^, (C 3 -C,o) ->^o7^^S, (C 3 - 
Ca) '>^o7W (d-Ca) TyU^r/US, (C 3 - 
do) ^fo^PT^S, (C3-C0) ^y^u 
^y^uT)^)V (d-C 6 ) T/W^^^. k Ko^V 

(d-d) ta^/ui^ (d-Ca) r*>/^*5/ 

(d-d) T^^r/l-S, (Ci-Ca) 7;^=^i/ (C 
2 -Ca) T/U^/HE, tf-^^^/U (d-c 6 ) T/U^ 
(d-d) T*/)VT%J (d-Ca) T/U^/U 
(Ca-C 10 ) 7y- (C,-Ca) TA>=**is 
(C,-Ca) 7/U*/US» (c 2 -c») -fp7y-^ 
50 (d-Ca) T;U=i*i/ (d-Ca) 7^^r^S, (C 
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l -C 6 ) T?\s*)\s^* (Ci-Ce) TA^US* (C 6 

-c,o) ry-/w (c,-c 6 ) r/v^us* (c, 

(C 4 -C 10 ) 7y-^^7>f-;u (C-Ce) 
T/U^/UK* (Ci-C.) TA^yU^/U/fr-yU (Ci - 

cj (Ce-do) ry-^/u*^ 

(C,-C 6 ) T^^m. T^y (C-Cc) T/U^ryW 
(Ci-Ce) 7^;U7^ (C,-C«) T/U=¥/U 

Rxf [ (Ci-c.) r/u^r^] 2 r^y (d- 

^->S, (d-c.) 7^^r;uS, y£tf (c,-c 6 ) 
ch 2 -i, -so,-s. -co-i, xi±a:«tt*-e 

*>0 ; YJi. CHXXtt^JR-^-CfcO ; (n-1) 
f/v£ l fla±-CB»Slitv^ r t <o*6 (Ci- 

ER^RtfR 5 ' II* ^rftWu **«I^Xt5y 3vuga> 

[0 0 0 9] gijO#£LWfr&tt£ Ltii, SAr^ 

mm&ttmztizit&to&mf z> r t #-ee £ 0 30 
[0010] mm&^^&wwt&m*. ^: 

[ft2 5] 



R 11 




11, V7/S, ^yUtf^ri^, (C,- 

C.) T/U*yV£ % (C,-C 6 ) 7;^^^^ 

jW*Lfc£T?fc0 ;XI1, -CH 2 -&, -SO.-S, 
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[0 0 1 1 ] #«BH0>#* UV^k^tti: LTil, 6-T 
S y — 2 - [2- [ (1 — ^>--t?v;*/M^A'-fcV<!J 
i/>--4 -#yu/tf~yu) -r^y] -3- (iH-^y 

K— yV-3 — f yU) -ynk't^r;/] —^-p-j/ 
^ • t e r t -^f^x^f;!/ ; 7 - 2 - [2 

- [ (4 -'^yV 7U- fcX^ v*>-- l -#yU;#^yU) 
-7^y] -3- (1 H--f >- K-;U-3--Ou) -;/ 
n t°^-^7UT ^ y ] -^ari^>-^ - t e r t -T/^yl^ 
*vvU ; 6-T^y-2- (3- (lH-^yK-zV- 
3 — fyu) -2- { [4- 

-t^yv/y- 1 -^yUtff^yU] -7^;} -^ot^ 
^;U7^y) dfi^>-^ • ter t ~-J=f-?V^7.=f 
)V ; 6 -T ^ / - 2 - [2- [ (4 >-;*yU*~ 

/u-t^r^^-i-*^^) y ] -3- 

y] — ^^ri^^ • t e r t - :/*VUoi * 7VU ; y£t56 

-T^y-2- (3- (1 H — f ^ Y—JV— 3 T/U) 

-2- { [4- ( YjVzz-^>- 4 — ;*yl^~yU) - ^^=y 
-T ^ y } -/Pt°t^7^ 
y) -^^ri^Vfg- ter t — -? s f-)Vz^* s r>\,'&2£\f £ 

[0012] ?&<»i£&m<r>\ } c&ttoh Itii, 4 - ( 

oi^ — 4 -;*yV;ft=.yW) - br^^v^- 1 -;&/Vtf?>Bft 

• [l- [ (4-7^y^f/v-ey^y-2->f;M 
?vu) -#/U^^yu] -2- (1H — r^K— >v- Z 
-^(/U) -;n^yl/] -T^ K ; y-2- (3 - 

-2- { [4- (h/U 

-r^y} -^y/ur^y) -^^--v-^m- te 
r t-^^u^^^/u; 6-r^y-2- [2- { [4 

- i -^7 7u^^/u] -7-; y } -3- (iH-^fy k— 

/U-3 — f/U) -/ot^/U7>;] ~^3r-tf->S£ ■ 
t e r t — ^^-/U^^^/W ; 4 — ^<Vif V'^/U^^yU— 

tv*7^v- i -^^^Bt • [i- [ (4-r^yy 

2- (1 H — f> K— /u-3->T/^) -^^vw] -7^ 
K; 6 — T ^ y-2- [2- [ (4 -^<>-if Vv^/u^^ 
tX7i;y- l - — T ^ y ] - 3 - 

(ih — r ^ k— yi/— 3 — < /u) -y^y y] - 

^^r^V^ • t e r t )V^7,=r )V ; 6 — T ^ y - 

2- [2- ( [4— (4 n n-^<>-if 

/U) -^7^-1-*/^] -r^y} -3- 

(1 H--T> K— 3->f^) -ynet^7; 
y ] -^3rf->H& • t e r t -/fyUx^r/U ; 4 - 

(4 -y ^/U-^^^-f/U) - fcV<7^>'- 1 - 13 IVOR 

[l- [ (4-7>;y>^u-t D y^y-2-^ 
/uy^/u) -^7/w<^-^/u] -2- (ih — fyK- ^ 

- 3 --f A-) -^^yu] -7^ K ; 6 — T ^ y - 2 - 
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(3- ( 1 > y—jV— 3 -2- { [4- 

(4 -y ^v^-'O-y-ou) -f^7^-l-^ 
-r^ y } -y^y/ur^y] -^^-^^m • t 

c r t-y^/U^^7"/^; 6 — y - 2 - [2- 

{ [4- -t^^i/is- 

1 - r^y } -3- (ih — r^K— iu 

-3— f/^) -^n \?jf~j\,T^ y] — "^-fr^gg • t 
e r t --y=f-JV^-7^y-j\y ; 4-^/^^-^7^ 

- 1 -#/u#>-g£- [l- [ (4-7^yyf^-^y 

v^-2— f^y^vU) -*7W^>f/l/] -2- (1H 
-> O'K— /W— 3->r/^) — 3^7U] -7^ K ; 6 — T 

^y-2- [2- [ (4 — <y^/i/-^7^y- 1 
-io -t* y] -3- (iH->fyK-^- 
3 — r^) -y^-y^r ^ y] *-y->i& • t e r t 

-^^/Uol^/U ; 6-T^y-2- [2- { [4- 

(4 — ^ d n -^^y^/u) — e^7yy- 1 — ^utf 

-7^7} -3- (1 H->fy K— /U- 3 — r 
,U) -/ue^/^^y] -^^r-^V^ • t e r t - 
•y^yUm^TVU ; i— ( fv/uoi^— 4 — — 

t^y^^-4-^/u^v^- [l- [ u-T^yy 

2- (ih-^>k-^-3 — ou) -^^-/u] -r ^ 

K ; 6-T^y-2- (3- (lH-<y K-/U-3- 
/U) -2- { [1- ( Y)V^l/-A -X/Ufr^jU) - 

t°^<y v^>--4-^7/u^^^] -r^y) -y^y/ur 

^ y ] -^^i^V^- t e r t --^ = f-?VzsL^=r,V ; 6 - 
T^y-2- [2- ( [1- (4 <>-if>- 
*>Vi£=-)V) — fc 0 ^ y ^>-- 4 — —T ^ 

y} -3- (iH-fyK-^-3 — f/u) -^ntr^- 
^/^r^y] tert-yf^r 

; 1 — 'O'if >^7U/fc.=./U— fc><y v?^ — 4-;*7A'Ztf 

[1- [ (4-7^^^-tfy^y-2-^ 
/uy^vt^) -jfr/w-fce^/u] -2- (iH-^yK-^ 

-3 — f /u) -m^-yu] -r> K ; 6-T^y-2- 
[2- [ (1 -^^ifV^ua^/U-fcf^y ix^-4- 
-T^y] -3- (lH-^yK-;U-3 

— f/i^) -y^y^r^y] -^u-^is- t e r t- 

-7=f-)is^7.=r)\, ■ 6-7-; y - 2 - [2- { [1- (4 
>^pp-^yify^;^-;l/) - t°^y v^>-- 4 - # 
/Ujjfeyl/] -r^y} -3- (iH-^yK-^-3- 
>f/U) -/Dtft^UT^/] ^r^^f^ • tert 

-y^/i^-XTvu ; (4 — y ^-/w-^^y^r/u) - 
^yv?y-4-^yi' [ i - [ U-r; y y 
— t°y i/>-2-<< ^t'f-ti') -jj/tss^^/W] - 

2- ( 1 H-^f >- K— 3 -4 >V) -3i ^/U] -7^ 

K ; 6-r^y-2- (3- (iH->fy y—)\s— 3 — 
-r^u) -2- { [1- (4 -y ^u-^o-y-r/u) -t° 
-<y i?>--4-*jU78^su-] -7^} -y^-y /ur ^ 

y ) 3r^>^ -tert --J^tV^-T.^ )V ; 6 — T 

^ y - 2 - [2- { [ i - (4-^/u^-D— <>-y^ 
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^) -^y^y-4-*^^] -r^y} - 3 - 

y ] -^^--^-^^ -tert -y^/U^^TVU ; 1 

^v^jv- t^y v?>-4 -*/w#ys • [l- [ (4 
-r^^^-ey ^-2 — Y^y^u) 
^/u] -2- (iH-^yK-^-3->f;u) 
/u] -r s K ; 6-r ^y-2 - [2- [ (1 --<>y 
/u- e^y v^>- 4 -7-; y ] - 3 - 
( 1 h--< ^ k — 3 — <M -y^y/ur ^ y] - 

10 ^3r-tf->-g£ -tert - y^ylo^TVU ; ^0^6 — T ^ 
y - 2 - [2- { [1- (4 u o -^y/^yi.) - 
txyv;y-4-^;Ufc;U] -7 ^ y } - 3 - (1H 
— f /u-3 — (jv) -ypt°^;u7^y] — * 

t e r t -y^/U^^7^/U^W b&T* 

loomed) -ea^Heft^tttt. ^7/^<6 

SrS^tttwKw-rsds, Huts^: (i) -e^^n 

[0014] ^fc, * (i) ^stt^b-& 

So **woB9fa*ftSft'&«o=s: (i) -e*Sixs{b'& 

30 p^mm,. tmLf^^mm. m^mm. mm 

^^/Utf^geg, ft^^lKtt [-rftfct, 1, 1' 

-y ^u>-- t'^- (2-t Ko^y-3-t7hx 

[0 0 15] ffSSixSJtttBHKWftSfc^Yk^ 
WLt, *&Wte* * (I) -caSixSfb^fti^lft 

3£f*in»icfcffl-rs. *R»i-»tt-c«><5a: (i) -ca 
^e^^A, xi^Sl47-;y^i« c«^tf. N-y 

50 ;-/U7^^!>A, ^^i^j^t^Z k(OX~ 
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[ooi6] *&wte. mm$. jj§HPHB«_t 

ffiMWN iMSfiK^ -f**HHr% 

H, 13 C. l4 C. ,5 N. ,8 0, 17 0, 5, P. 38 P. 10 
35 S, 18 F % RV? 6 C 1 ^IfS^tms. BWBH 

Filiated) Cf fcfc>*>, 3 H) 1 4 

14 C) Hffiffeft^ HK&tflftUas«£ft0 20 

r% Etc, j:t>fiv^ffi*. «*tf, 3> 
a-ryfA 2 H) KiJ:SIB*B\ ftl&gc 

£Lv>r£riS;fc5 o (i) 

[0017] ^/c. W^floS; ( i ) -ess 

®&<Dj£ (I) -c*S;h,6ft;£«* »tjgR#J^»lcff* 

[0 0 18] f£g*A^r>\ f^jidi 

>\ JLYXX* Y y > CD LfcU ^/U Ciot *1M»ft- ft 40 
e?ix6«JSof&ffifc*aiS:^* (I) -CSSJxaft^ 

*?L»» (t h*r*W leases, ttG£AiMEAl0B 

maAtti^H-rs. *fc» *wn», ffldfios (i) 

5a#«r4tf, (t hSr&tri l^ttS. s s 

[0 0 19] p$¥LS» (t h«r*tf) i-^ft 50 
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srtmao ffi^mzw&lrzWi&yz. a (i) 

[0 0 2 0] RtHiC, *«W^*8fett, E¥»l^3ft 
/u=i->u) i:J:5»fii:»t6HttR©«!li:HffLt 

(S. J. Konturek^>, European 
Jounal of Pharmacology, 2 
78 (3), pp. 203-212, 1 9 9 5) 0 ^/U 

unter — regul a tory) ^/U^e ^'"Cfc ^ . 

6 [C. M. Wh ite, Jounrnal of C 
linical Pharmacology, 39 
(5), pp. 442-447, 1 9 9 9 Sr#HS ^tbfc 

[ 0 0 2 1 1 #* U< l±, *»W*r, HulB<D^*aftC3E 
fltn&KIB». fifc§§£ ( f r a i l t y) , «£jfiL«*a!, L 

[0 0 2 2] HKiffSKJi, *»W*r, iutBco^aa 
(leanness) CDi9*n£^iP 0 *»IC18F* L< 
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mz. 3=ic % rt hj ft h^^aibfej 
i c mm -r z> r t a* -e # * -c- & >?> 5 e 

[0 0 2 3] 

^ffl-T^c *W«BSlCfe^TffllS (t r e 

at ing) j It H9lEfflRSraffii-S»$Xtttft«iO 

5^^f^ 0 *w*BS^ist^rfflis r^g* (t r 

eatment) Jit rf&gH"5j (mjfS^Pi:^ 
* < <t fc 1 m. XliElS^>/J: < £ fc 1 «is#fei-S 

[0024] *wmmtz.&\,*xmw rr/u^^^j 
^i^o-c. fliaaxttzaaaa?** (c 6 -c I0 ) ^ 

3. J:t)#l£L<ii0~2(^T*&£ o E»S^»*L 
[0025] ^i^Sk^^t ^fo/y- /uj g 
Rit5:i:i:J:oT, *saxttz:SS: (c,-c.) 
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10 *«^:LTIi. 7y;vS, ^T^y/HS, 

y^-tf-yy/us. eoy/H, hyr/y/H, 
yyyA-s. >rs*vy/us, 1, 3, 5-***^r 
yy^s. 1, 2, 4-^-^r-^v ? rv r y/us. 1, 2, 

3-^t^7/y;uS, 1, 3, 

m % 1, 2, 3-f7^7/y/H, 1, 2, 4-^-T 

tfy^yus, ey^v^us, tf7^ 
/^as. f y^^s, 1. 2, 4-hy7^s, 

1, 2, 3-hy7'^;Ug, 1, 3, 5-h})T~Z? 

20 ^7^0 [3, 4-b] tfy^yus, ->y;y 
^ y y^;uS, ^y^/us, 6, 

D-5H- [ 1 ] try Vv^/U (p y r i n d i n y 
1) 'O-y [b] ^^x^uS, 5, 6, 7, 8 
—t h7t Ko-dt-y y >- 3 — >r A'K, 'O':/*-** 

yy/uK, ^y/fr/y/us, ^^yfr^y^ 
B> ^O'y^y^+yy/ux, ^y/^^^/y^ 
^rt7f=yua, >r yf7t7f^, -<yy 

^y^y/77^S, y^^Ky^ 
>r^Ky^s, -Y^Ky^^s. -<y^/y^ 
30 >ry^y y;>s, ^yu/H, 7^7^^s, ^ 

y^-t^y-zu^ ^✓y=/u«, 2llV<>'> f *^*^ 

[0026] *^Sa®icioi>T rv^D7;u^j 3£ 
li, «pfcJSffc*v^l8?», ¥83* (C 3 -C,o) '>^7 

«ESixSW«S«:^tfo '>^D7/^;vitt:, 

40 Kfefti^HO, ±TC0S«^iS^«cffffii-6r kco&zm 

&m<Dm&kmm%X'&v % ^tts^i^t^ri: 

o*5H*S©*tt, ff*KI40-3, J:»9»^L< 

m%mcz<>x&z&&&7££tiz>^kfcm#>h*i£ 

V^n^^X^^S, 1, 3-~>^ u:/* ^—^ 
50 1, 3-->^o^<>'^^3i=/uS, 1, 3 - >^ a 
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^3r-y-v^n^/U2£ % 1, 4 — >^ n^^i^m-A^ 

1, S-V^n^^v^^Ug. 1, 4 - >^ ^ 

^ fcfv^D [3. 2. 1] t^>^o [2. 

2. l] ^:7°^>\ /£T^;h,b<Dyy'U/tf/u:/- 2 -31^ 

or^/uj — Stt^ixtt^flfr^ri-*-:/? or 

[0 0 2 7] ^^SCfc^t kro^oTM 

am sii, mzmhttWD* (c-c) ^ 

~3, J:9ff*L<liO-2ora-C*6o i»S©ff* 

/us, r^y^a, t^y7^ 

>rvfr/y^us, i, a-fr/y^y-s-^f 

1, 2-t B 7/y> J >-2-^^ 1, 3-fcT 

— y/^S. 1, 2-7h7t 

1, 3— r- h7t Knf7v?y-3- f^&, x h 
7t Knf7^7^;vS, ^y^S, 1, 2- 
fh7t Ka^7v ? y-2-^;H, 1, 3-r- h 7 t 

[0 0 2 8] *w»S^fei^T. rry-/H 

rn7!i-;H rv^o7;^;uj S. 

ny^f, 7^;l, hy7;wtp^f;H, 
3rv^ (d-d) T/Ua^-S'S. (d-d) r-> 
(C,-Ce) 7;^7;yS, [ (C, 
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-C.) T;U3r/U] z 7^ yS, (C.-CJ Ti/JUT* 
sm. i/7;l, nhnS, (Ci-Cj 7/u^;uS, 
(C 2 -C 6 ) 7;U^^S, (C 2 -C 6 ) T/W^r—A- 
(d-C 6 ) 7'>/U7^S, v'Ty* (C,-Ce) 
7/V^r^S, fy7;^a>f;u (C,-d) T/U^/U 

(Ci-d) tvi^a-s, (Ci-c a ) ta- 

(^7;^n>fi/y) (d~C 3 ) T/U^A-g, 

(d-d) Tvvursy (c.-cj 7vu*ws, 
(d-d) 7;i/3^v (d-d) 7^7^;S, 
io 7^ y (c,-d) rs^g* 7^y (c,-c 6 ) r*> 

/U (d-C 6 ) T/U^r/Ug, (d-Ce) 7/VW5 

/ (C.-Co) 7v/^S, [ (Ci-Ce) T/V^A-] 2 
7^y (C.-Ce) 7y;H, (C,-C,o) ^D7 
A-3fyW (C,-d) TATA'S, (d-d) 7y;vt 
^y (d-d) 7;i^^r;H, (C 2 -d) 7;UP^r*> 
(d~d) TATA'S. (C.-CJ r 

A^A^K, (d-C 6 ) TistVT^S (C,-d) TA- 
*A« % (C 6 -do) 7y-/u (Ci-C.) 7A^=* 
V (d-d) TA-^A^ (d-d) ^7n7P- 
20 (d-C 6 ) T>Vzi*r*y ( Cl -C«) 7^^r;H, 
(Ci-Ce) TA^A^*- (d-Cs) 7;I/^r/H, 
(d-Cip) 7y-m (d-Ce) 7;u^;vB, 
(d-d) 7/^;^/l/7-<x;U (C,-d) 7A^3r 
a^S. (c 6 -Cio) 7y-;^^7><^ (Ci - 

d) 7A-3rA-g, (d-d) T/W^r/U'^/U^^/U 

(d-d) TATA'S. (c 6 -c l0 ) 7y-;w 
^-/u ( Cl -d) TA^A-g, (d-d) 7 

;u*;um* (d-c 6 ) t^9vt%j (Ci-C 6 ) r 

A^A^ (Ci-Ce) T/U^ (v^7/U^-n^^U 
30 » (C,-C 3 ) T7W^r/U (v^^/U^-n^^-U^) 

(C t -d) T)V*c>\,m. (d-Cj T^^^rix (C 

!-c 6 ) r^us, (c.-c,o) 7y-;ug, (c 5 - 
d) -rnry-y* (Ce-c,o) 7y-;u (c t 

-d) T?v*}V^^ (C 2 -d) ^rn7y-;u (c t 
-d) T/Mr/i^, (c 6 -c l0 ) ry-yu (Ce-C 
,o) 7y-;H, (Ce-Cio) ry-yu (c 6 -c 10 ) 
7y-/u (c,-c 6 ) yjv^fvm, (c 3 -c I0 ) >^ 

d7;^/1^I, (C 3 -Ce) ^B7^ (C- 

C 6 ) TVU^Vl^, (C-C.) ^fD'^D7^ 

40 g % (d-do) ^TDy^P7/^ (d-C 6 ) 
T/w^^S. tK^y (d-d) T/i^/vS* (C 
,-C 6 ) 7V;^^r^> (C 2 -CJ TsU*;um. (C, 
-C 6 ) T/U^^i/ (d-d) T/MVU^ t'^7^ 
^yv- (d-C 6 ) T/U3r/l^ (d-Co) 7^7^ 

y (c,-c 6 ) (c.-do) ry-/u 

(d-C 6 ) 7;W3^V (C.-Ce) T/u^ulS, (C 
2 -C 9 ) ^ro7y -/U (d-Cc) T/U^^rv- (C t 

-c ft ) r/i^/i^ (d-c B ) r/u^/u^-^- (c,- 
d) T/u*&m* (d-c,o) 7y-/i/ft (d- 

50 Co) 7;U^S, (d-Co) T^^r/U^/U^><^/U 
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(C-C.) T/l^/l^ (C»-C, 0 ) 7!i-^ 
7>fn;U ( Cl -C 6 ) TATA'S. (d-C,) T/l'* 
/U^yu^^iyu ( Ci _ Cft ) TA^Ug. (C»-C l0 ) 
7!)-;^/U/t^ (C,-C 6 ) T/Mr/Ug, T^y 

(C,-C») T/t^A^ (C-CJ 7;l/^7^y 

(c,-c 6 ) ryu^r/ws, [ (c,-c 6 ) T/U* 
^,7^ (C,-Ce) Tyu^SSr^WSr t*s-e 

[0 0 2 91 10 

xJ£, Tiftii^ftiS) ^^codcS^/u^>- (GH) 
?m&®<D) mm (r*U*» **i£WH±, *W«fcffirtB 

(GH) Xtt«fi^^-=E->^*Jcia«B8*b-Ct^BM 

COT^O (downstream) ^S^ftjft^BtfH 
[0 0 3 0] GHI2, «A«-^*tSjfe-&ffl«a^ffi5Jlia» 

5r^m5o *«W<oHifil±, GHjMRdS^F+^-C 

^(nascent) sf? y KO^otyV^ 
BaKtW»^ UT^DSGH<^*a) 

^<»«»^w^ir«r=— Ki-sGHaae^*K£iae 

XttGHRH^-fe^- fclftlt&Att (de 
feet) , XI1GHRP iHr^*— 
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[0 03 11 #*W<BBIJCD«^IU3^-C\ t h£l*4>tt 

fi£ % H. Gronback£>, Prog. Basic 
Clin Pharmacol. Basel, 10, 1 
03-1 2 81, 1 9 96^#|^tLf:^„ V*^ 

«ttB8®y ^ =LaL-a^>-' Ht&UVtti 
&<Dffifr. mWMMSSm (irritable bo 
wel syndrome),^ ^ — >J^<D?£^(r.3oft 
6*»<CJftKK4:UrfcWiSJxrS39 (wo 9 8/4 
49 2 2ftffi) , ^^(rdiffiU^^m^PaWL. ifiL 

[0 0 3 2] s s t 2 y Ktt, (t©G * 

JJ/ziASf-ls (me 1 
anocortin) Uir;/^ — % MCHUW- 
WMCR4) !JiStti"S«ftitt*:«-i-ri:iS-eSS. s 

s t2!l^yKll MCHUW-SLC1 (V^ h 
^^^^fiSOU-fe^— 1) tJi^s s t 2C^LT5 0% 
£g;t5ffll^tt£^1-<OT\ ^MCHv-t/^-SL 
C l i:»Ut8fttt«r*fCfc5 fcJW#3ix&. 

r«^shaK*»#M©fftK, «x.«r, fleas, mmm 

(mel 1 i tus) % Sbfi^^ atrictto 

[0 0 3 3] #»«*>ft*»tt, jnB^«iiainri > jiHD«c 
m<&. mfc&ik&!&mmcm#>zzk&-?2* tit 

Ef-, «BflSOgfln33l^fGHS:3— Ki"SDNAOia«) 
^ttfe^m^^-r 5 r 4: fc J: o TfiKS^/u* ^^S: 

i>-5 0 rcor<hfcMUT, JBM&fT<oitKIBS[^C>GH«: 
jftW-T^J: 5M«ft<, fiKft^/u^ev'ttm^^K (GH 
RP) Xt^jSiS^^^e^ttttJ^/u*^ (fiKS^^u^e^ft 
m^lS^i: Ltt^^tlTV^, GHRH/GRF) © 
H#jW«XSjh/C#fc. S9iaH«t*»fc<OGH«>ttttJtt« 
»*WjiJ0WftGH*^^|f«)i/^/uR»tt (t 
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riggering) ±Mt LTHWtttt fciXT *fc*> 
X\ GHK;^ \-zfy*/^-??V\ ^(OTzfu— ^£18 

[0 0 3 4] tfcoT, **M«)H^»*LV * 

PXttGHRH, Xttra«Oja*Sr*-rSte^«fIi:© 
^fflS-^SrStt-rSo CHRP (XliGHRH) VSltC 

£> 0 M. ThornerP), Journal OfCl 
inical Endocrinology And 
Metabolism, 81 (3), 118 9—119 
61, 1 9 9 6^;S. G. Cel lab, Pepti 
des, 16 (1), 8 1-8 61, 1 9 9 5¥; M. 
A. Bachb, Jounal Of The Ame 
rican GeriatricsSociety, 4 
4 (9) , S10, 1 9 9 6^; Rtf J . A. A 1 o i 
£>, Journal Of Clinical End 
ocrinology And Metabolis 
m, 79 (4), 9 4 3-9 4 91, 1 9 9 4^ 0 
[0 0 3 5] Ml-, fiKS^/U^^ttt^fer^^-Cfc 

GHu^</i-co^i!jiib^b< ffiix.btb^)^r\ >£3S^£> 

0 0 8^C^$tb^SS;(^oTS^-$ttSo 
[0 0 3 6] 3W8«0#*Ll^»Cfct^r, 
11, ttou-fe^— *794-f* MtH s s t 1. s 
s t 3 , s s t 4 s s t 5 MJt^T s s t 2 Uir^ 

«^«rJB:/McUTV^ D &t>£F£ L< JS, s s t 2*>f 

79'(-7<Di'*-?#—\z.»*t>3: <t*>^i Ofg 

^JiT'fe^o ^IgW^ffr&ttWU s s t^-r^OUir^ 



30 



[0 0 3 7] HI-, s s t 2H»© 

T*#. s s t2Xl^fdl^s s t 9 4~7<F) U-fe^— IHJS 

&t** (i) x-mzfrzit&mniSLXvft^gk&fr 

20 [0 0 3 8] BftmcO-^t-MffiLr, W*T<E>«ifiW4* 

attttB-*-^*-?**. a: (i) : 

Ut2 6] 



o 



(I) 



-So X^CHR'I [i£^<£>R l (d-C.) T>V*?V 
30 SIT (Ci-Ce) -Ofc£»a\ £r 

[0039] imxntti^x±<D^u^^mcx 

*L5o ^Wiclgur, igtRtfc (b) <Mfr&l£*3l>T* # 

■efc&o iwcitt, il^S (b) <D&Gtic& 

40 1>T, #*LV*«-Cfi* R 3 teilJRt£ (ii) : 



Ut27] 



00 



■V 



XttiSfttt (iii) 
[ft 2 8 ] 



50 
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(Si) ^N"^ 

(c,-c 6 ) mtLtt. t^-^m. 

[0 0 4 0] ^ZJloV>T, gZI3\ itA : 
Ufc2 9] 

4 




[^3 0] 

I 




[fc3 2] 




[ft3 3] 
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I 




[^3 4] 

£ 



10 




13, TKSt/ijHK Xtt (C-Cs) 7VU*/U& % 0£L< 

[o o 4 i ] iftjieoj; r*'&t^r 9 'is, fiqs-rs 

20 zKfKJ©^ (Ci-C.) T/^/US, (Ci 

-C 9 ) ^TP7U-^ (Ci-Ce) r/u^^s, 

(c.-c, 0 ) ry-/u (c,-c ft ) tvi^/ws^&s 
z' ) :tms 0 &z' f^v>r, wm^m^istz 

Z<D (C,-C.) AfD7y-;ug -YVK 
-/K ^/7 7^ ST^-O-^^^-^^^) 12, MIS 
Ufc^O^|§rtfC^5ffi#^tec7) (C, -C t ) ^rnT 

30 S6) *«s«;t&*!,So &z' fltreizff** 
Lfc (c.-c.o) ry-/vs (y^-z^m 

[0 0 4 2] *J8WOglJ©««^*3V^r, E*»^ 

(Ci-o ^rP7y-;Hxii (c.-c,o) ry 

fc^rt^-etS (H9IB«jga:DS:#H8$n^^) D * 

^W^J3'J^k^(c^t>T. R 8 n. (c, -c.) tvw 
^-SXIi7is/i^ (CH 2 ) -StfcO, ttB7/u 
40 ^r/uMH7x^;Hlj:M[a 0 l mx\ttti&>±<0 

gOF!i7/^P (C— C 6 ) r/u^r^S^^A/trt^ 
fc, i <HXJl^rtb^±Ohy^^o^^/w 

50 [0043] *mm<Dfc&fo<onmcm lt, salute 
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5*: 
[fl23 6] 

[At, R - f± (C.-C.) ta^i^-c&s] 

[0 0 4 4] iSiRtfc (b) C7)^(DSWCD^I-C 

fc6L-y^sit L-y^>-^ (c-Ce) ta^ 

^x^t/K L — *vl^7">\ L - 2, 4 -^7; yjffi 
& L-5-t Kn^Vy^, L-^^v-n > ( e p 
s i 1 on) -N-^f/vy^ XnmB<t&®KD 
(C, -C 6 ) 7;^;ux^f;M:J;orgtM5l^: 

ft (a) <om&<Di&&} iz£vxn$»*.bti % mm<t 

[{b3 7] 
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[0 0 4 5] JgK, *«W<0ffc^»<BgG>*< li, 4fr& 
[0 0 4 6] 

[[£^©#J] *n»jcttstt-e*>a*jBW©<b^»tt. 
««« «rffl v > x *&mm£ft* xx am a * mnm. 
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[o o 4 7 j *mft^m&x*tbz*&m<Dit&m'Z. ® 
* (omm^mzft^-rz - 1 &xz z> * j-x^&m 

x , r/u* y temtexteT** y ±m&mm. t*>t> 

5 0 ^tib<Dmzi£xftmc£^xmigi$thz> 0 

zk&xzzxtt^&^m^zAimmzmb^xttfo-t 
m^T/is* s —;\'iBmkffim<DT/i'# y ternr/is^^is 

[0 0 4 8] *38W<0»4bl^«l(c33^-C, **W^fc 

ffiif-t5?K xi* (2) GH^«cm^ffiifi-r^. i6*n*> 
mm^mzm&ftto'Bk&&irz>zk&x-zz> 9 mmm 

MStLt, dcS^u^e^Scm^^ K (ghr 
P) , ^fi^^^ScW*/^^ (GHRH) % T» 
7f^»'>^7- -tfi&tt-fb^y^^K (PACA 
P) , K-^^fffflOT^^F ^n^* 

*r*ff*::4:jas-c&S 0 ^<DS^WS:Wti?ffi(i, E. o 

Soyoolab, Proceedings of 
the Society for Experimen 
tal Biology & Medicine, 20 
7 (1), 2 6-3 31, 1 9 9 4^; V. Locat 
e 1 1 i 6, PediatricResearch, 3 
6 (2) , 1 6 9-7 41, 1 9 9 4$; WB. Ve 
] k e n i e r s £>, Journal of Endo 
crinology, 143 ( 1 ) , 1-1 ll, 19 
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[0 0 4 9] ^ (I) xm£tiZ><t&®HD7 

Mtt, ^ (I) T^$h6^0/pK7 5/^fi4 

•r^r^r^tf. v^fT-^com&iii'PZitz^k 

WI^-CSS. 7^yKSSi:Lt, 3jt^lE* 

-effi«rSffi£jh,s 2 oS^(c#$t67^y^ 
ifsrirjftS'C*, £fc 4-tKD^/pyy, t K 

n > y T^v'V (demos ine) , ^ Vr 

^e->>- (i sodemos ine) , 3 — ^ ^vWfc;*^- 

20 y/w<y>\ ^-77^^ ui/^-t^ ; 

£ e /oK7^i:U, K l3>vs<> 

K7y^MS:*ua: ( I ) OnufBS^^ 
[0 0 5 0] r<D^»^*3ft5ffiSf^)S[«^— o^BBfc 

ftfritZ-ktfXZZk^^^kt). %m#^nmffi£ 

tizk^zxhzo* mm<oxo\^, mimnmft&mz 
<^t><Dfe<Dm&x&*zfrzm<DWfflk isxmm-tz 

40 If, Genentec h RXf?^ ir [—a.— h n 

(Neutropin), v 5 ^ 7 h n t 0 ^ (Gen 
o t r o p i n) , .S.t^^'n S n tf>- (P r o t r o p 
in) ] x Bio — Techno 1 ogy Gener 
a 1 Rlf?^ >^>— lyf-*? h> (Z oma c t o 
n) , 7 ^(Growject), ^/W<^ 

VJ* (E 1 v e t i um) , RW^C hPtV (S c i 
Tropin) ] , NovoNordi sk [//Ui/ h 
n (Nor d i tropin) ] , LG Chem 

[;x— n (Eutropin)],Ares S 

50 e r o n o [-fc— if> (S a i z e n) ^t^irn^^A 
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(Seros t im) ] , El i Lilly Co 
[b 3.— v h p — ~f (Huma t rope) ] , Mon 

santo [!)^I^ ; e^^v'7'7^ (P o s i 

lac)^yK], &I5A 1 p h a m a 
/U^y0l/>K;W>y (Re p o r c i n) K] \C 

<fc o r rfffig $ tix t *5ffi|ft;tricg*/we >- £ 

[0 0 5 1] *38W<Dfls31feB: % »tr<0f&«SJ («*. 
tf . ^ 3i U:7 (G e r e f ) [ir/l^e U li > ( s e r m 
orel in) , GHRH] ;Serono Labo 
ratories Inc) t tt*-&*>*TfflV *5 i t 

/UT yh'o^^yoy (androi soxazol 
andros tano 1 one) [D HT, i/t Kof 
h;*-r p>, ^^/n^ (Stanolone) , T 
-}-7$UyfX (Anabolex) % TlsYy? h V J* 
(Andractri m) ] * /tf^^v^ — /V (b o 1 
andiol) , /J>:7 -^T" p ^ (bolasteron 
e) , tfyi/ls (b o 1 a z i n) , if^f^f V is [^^r 
tf?-f X (Equipoise)], # n >\ ^ P 
^^T^i—;V (clostebol) P/Wr;* h 

P V (chl or testosterone) , .Xt^ 
(Steranabol) , 7^7/ • ho* 
;y (Alfa Trofodermin), 
•v*7~/tf— (Dermanabol), h P/t^" 5; is 
(Trofodermin), h OT^ir^^^ (T r o 
foseptine)], [v"^ (C 

yc lomen) , ^/^ !iV (Danocr in 
e) ] , ft Kn^o n>f;^ h^^n V y 
(turinabol), !V y 

(Oral— tur inabol) ] % Kp^^ / p 
>(drostanolone) [ Kd^^^ / oy, 
KD/W<y (D r o 1 b a n) , -eXr* y K (Ma s t 
er id) , ^^y^ ] J /U (Mas ter i 1) „ v^t 
p >" (Masteron) , * V Is (M e t o r m 
on), ^U^r^ h!);u (Premas t r i 1) ] , 

> .X T" p V (f luoxymes terone) p 
"r^7^> (Ha 1 otes t in) , ^7 — 7^;* h y 
(Ora-Testryl) , TlsY^^i K— F (An 
dro i d-F) ] , */U^ ^dV (formebol 
one), ^^if^/l- (furazabol) 
p^ (Miotolon) ] , ^^^y ny, ^ 
p>(mesterolone) ^nfpy (Pro 
v i r o n ) , X/U !) t*ny (P 1 u r i v i r o 
n) ] , *9ls*J^J^ I*? is Ko^r; p >\ 
#y>- (Metabol ine) ] , * ? is Y y ) 
/K ^f/ny (me theno lone) [Xy ^tf? 
7 is (P r i mo b o 1 a n) ] „ ^^^"r^ hx-rp 
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> ItZlsY U > (Methandren) , p< ^vl^ 

Y^=r p V^^i - ^) XU-v y>'(Premari 
n) , T^Ko^K (Android) , (O 
r e t o n) , X* hU^K (Testred) , >f 
>V=r7. h p > • $-77* (Methyl testos 
terone t a b s ) . V V -tfls* (G e r i - 
Bons) , yy-^X^ (Ger i-tabs) , X 
—^z-t)\s (Dermona 1) ] , ^7$Uu is (mib 
o 1 e r o n e ) \_isx. y 9 (Cheque) ] , ~5~ls 
10 Koo^ [f ^-f^7^y ^ (Deca— Durab 

0 1 i n) , 7*^77$}) is (Durabol in) , -f- 
yK7^yV (N a n d r a b o 1 in) % Tl~tfV Is 

(Anabol in) , yis\?vuls (Androi o 
ne) t M*yy(hybolin), tVh'D/f y 
5/^ (Nandrobolic)], / P^f^~ 
/i^(norclostebol),y ^VKaoy 
(N i l e v a r ) ] % ^^ih^P is ( o 
x a b o I o n e ) , Jr*^ls F'ony [T^— (A 
n a v a r ) ] , t^rW^roy [^Ty-^T^jU (O r 
20 anabol)], huV [T-J-^p^ (An 

apolon) 50, T^Kp^K (Androy 
d) , T*7- Kn— /U (An a d r o I ) , T^T-P ^ 
(Anasteron) , -f-^y^ls (D y n a s t 
en), 3r**s h y-f (Oxitosona), 
^Ky/W(Plenastril), '>t^fn > (S 
ynas teron) , if "7~n W (Z e n a l o s y 
n) ] , ^ls ^ 7* 7^ a. — )V (penme s te r o 

1 ) , ^^^T^P ^(prasterone), *clstf 
nls (quinbol one) , X^/d — /U [ & s 

30 1ST. V p —?V (Winstrol) , 0 S >^ h p —?V 
-V (Winstrol- V) , ^ h p fs< (S t r o 
m b a ) , X f>P v^m (Strombajec 
t ) ] , -^^V'^p is (stenbolone), 
y7,=rul/ [7Pi?xy (Ma 1 o g e n) , T7T^ 
(Delatestryl) , X (N 

eo — pause) , PMS-f^ h^fD^tyf 
— h (Enantha te) , Tls K y /U (And 
r i o 1 ) , fitv^i (D u o g e x) , ^ V 

^rt^rvls (CI imac teron) , ^r-X^P 
40 > (Orchis terone)— P, t^h^ (Or 
e t o n) , T*7"i^^-— ( A n a d i o 1 ) , T*7"7 i 
(Anatest) , (Testos) — 

10 0, ^ yy K (He i f er-a i 

d) , *sJ*<y9?s (Synovex) -H, ^^P>- 
(tibolone), h Ulstfu > ( t r e n b o 1 
one) [s* 7 7$ 7 is (Parabol an) , 7 s 7- 
h (F i n a j e c t) ] , Xtt^7/-^ (z 
eranol) ta^MtfflV^wt t)T#5 0 
[0 0 5 2] *3S^Ott^te, SfTOf&ttfllJ. «^Ltf 
50 y-^Vls (Somazon) TJir/U ^ >^ (m e c a 



( 21 

39 

s e r m i n) . m&X-f V ^SSf 1 ] (F 
uj isawa®) tm^t>^:Xm^^Zt t>T'# 

t\ gtpW**^XD>r Ktf>fei£ffiS9 (£LT\ NSAI 
D* s) . 09;lr£. tTci*-^^ ^*n:7x-J--y* 

(diclofenac) % :/o t^X^M [09;ttf, 
^D^r-fe> % ^yutf^n^^ V (f lubiprofe 
n) , 7xy/P7x>, ^h:/n:7ni>\ &tM 77 
D7x>] % 7xf> — h(fenamates) [09 10 
X.£f« ^ y (m efenamic aci 

d) . >f >-K;**V>\ *y>^** 7'<*S>> % \f^7 
n> [0flx.tf, y^~)\>7$ y>] % -^y^u-h [09 

*tf % r^t^yy] , cox-2pa*»J iru 

=3^rix^ (c e 1 e c o x i b) Stfo 7 31 = 
(rofecoxib)], ttUKX&I/nflfl^Affi [09 

^^^fn^ K] , HWctr/up^K [09 
M7Astf> (h y a 1 g a n) atf'WtT^^ 
( s y n v i s c ) ] ^r^f-f 5 C <t flS"C$ £ 0 
[0 0 5 3] #ffiUj: 5ffi#J, 09* 20 

I*, 9 V^^^iy (lasofoxi fene) % 
7 d ^^7xy (raloxifene), Kn n ^rV 
^^>-(droloxifene), Xli^Vv^^^ 
(f o s oma x) , AVftttRM FK- 
5 0 6M7^V>fV> (rapamyc in) ] £|& 

SfflH^ 09x.tf, t HHHIrftKhPtry, *& 
^tKhpey, /J«M»*/i^e>. t7r^y>' 30 

(nafarel in) % b V 7 b \s V > ( t r ipt 
orel in) „ t hPl/y (cetrorel 
i x ) , RTf#~ l"V y?* (ganirel ix) t 

^»J. 09*tf. ^ y ^r>^7 ( i n f 1 i x i m a 

b) (TNF^y^pf-;«) Xtt^*-*-— ir^h 

(etanercept) (WiTNFUt^-) 40 

5:Ht^5o 3W»w<oft-&*ri, W^±^f&««-r 

> / v ? ^"7^>'> / > (angiotens in) II (ATI 
I) r hxfix y ^ □ ^7xf y 

[0055] ^^^WLT, *&m<oi\&m 

tt. MftSftDtt. 09x.tf, tt*«K [09*1*. ^e^>> 

y (monens in) , ^fO'VK (lasal oc 50 
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id) % f-y >^ (salinomycin). 

ir-kir 7 i/ls (semduramic in) „ "J" 
(n a r a s i n) % ^ray^^ (mad 
u r am i c i n) % s<— isT^-T-vf (v i r g 
iniamyc in) % y ^ 3r v' y (polymix 
in) , I7P h-v^W (e f ro tomyc i 
n) % T^^VU-yy (avoparcin) „ y V=i-v 
^'>y, /^yh^Vy, ^lA^/U-e-f (bambe 
rmy c in) , y#tT;*-^>\ m y ^ d -e^f ->> x 

( t y 1 o s in) „ ^^->y >\ =r y ^yy, 

^-yfhw^yy, ^nf^t^^^ # 

/Uy* K$/^** ^7 3^ Yy? * (olaquindo 
x) , ^t^yy, v^y> (moenomy 

cin) „ 7^7^ yy (avi lamycin) v 
&Tf7=7&&*fr y tfOu (flavophosphol 
i p o 1 ) ] * #E9?J (repartitioning 
agents) , *-T=T~* h [09;Ltf. ^ 
V —1/ (Paylean) „ y^ b'*^> (racto 
pamine) :x?ya (Elanco) |Q » 
$^{I7^T P-/U (ami t e r o 1 ) , /<y7r n 
— yl^ (bambuterol) % ^ h;UfP-^, 
^f-^7^n— (broxaterol) % zf?*. — ^ 

(buphenine) , ^/U/rn-zK >^V^n — 
/U(cimaterol),^ n — ( c 1 e 

nbuterol) % ^ a/U^U-^y ^yU^o— /U 

(col terol) , y^y ^ ° ^ > (denopami 
n e ) , i^^-^rirT" K y ^ (d ioxe thedr in 
e) % v^«y7 'a K!)y (dioxifedrin 
e ) , ^ K^^rf- ^>(dopexamin 

e) , K3rlJ-^y — (doxaminol) , >- 
fo-;> (etanterol) , 7x7 fn — ;U ( f 
enoterol) , 71/D n — ( f 1 e r o b 
u t e r o 1 ) , aK/U-^X o — /I* (formotero 
1 ) , ^^77 P yty >- (hexoprenal in 
e ) „ <4 rfy^ a — ;U (ibuterol) % 4^5: v"T" 
/U (imoxi terol) , >T y >T V 

^7^yy, Ut'V/Uty >-(levisopren 
a 1 i n e ) % -*~7 = r & — A" (m abuterol) % 
^^^y^ (mesupr ine) , p« ^^u— /U (m 
etaterol) , p« V, ^^^7^ n 

— (nardeterol) % ^/uyT^yfyy, fcf 
^ y X n — ;y (picumeterol). fcW^T- n 
— /K 7^ l^^/W"^ u — (prenal terol) % 
^fu^j'ru— )V (procaterol) , h^ru 
— $rl/'J > \s*f' D 1/ (quinprenal in 
e) % y ^"ru—zU (rimi terol) s y hKy 
fyl/y^^— f^^fP- ^ (sa lmete 
r o 1 ) , X^y^ y h U h3f y — /U ( t r e t o 
q u i n o 1 ) , ^ n 7" 7^ o — (tulobuter 
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o 1) , ^rU^T" d — )\s (xamoterol) „ JkZF 
v^W^n— As (zilpaterol) tB.fy&frlt 

[0056] *mw<Dit&m*s mm^mcwf&-rzz 

it&m*. gP, (b u c c a 1 ) , £M*U *gP 

te, f^L^mffltc^Kb-r^r k hx$z> 0 gpfi 

J* (sodium starch glycolat 
h e w a b 1 e ) jg»J % X\±D '7±Jl'ffl<DM%: kZ^k 

a, is*y7xi*MMm<om&kz>zkfrxz. 

[0057] gSfi^c^tr, *B9mdUfett. ftfe 
«-«t9KSIYt;U Xte^yY7—VX\*.mmtimk-7\s 
>KU X\tmm^Pck<D-^u^ Kffl©^u$ -x^^fc 

tsrtma. a-itJBoBWjM:, «#»j$rsaiDU 

W5:^stt5o 
fiff SSSI p^xy7y — o*) r-if 
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[0 0 5 8] #»K^iSttffr&»«\ a*©JS 
#J (retention enemas) ] £ LTKSJ 

fttS^fct)^^ &rtS^XteKAfelwJ:£t£^K: 
(«ttf» pPi/7/utp^^y, h y ^ o p 

$n5o ttffisnfc^:— tswfim, ft 

[0 0 5 9] ^^^fiJcAfw^fUTSn, #gP, Xii 
*ffi»*Sfc«9Stt*^0. 1-lOOmg-Cfc*), r 

rt>£p*:# (puf f) j jfis^w 

0. lmg~l 0 Omg ASSIST* £>£ 0 fi^Ii, 

«*tf, 4MHttl- l «*¥<it. 2SWfi, Xlt3fi4 

4, x\*smx&>z>z.kfcxz s 0 mm&. m*<o& 

mkO. 01-lmg/Kg (cD^tt^c^) T% 1 M «d 
^L<. jKl^Jrt. S»f*L XlifiTT'feSri: 

[0 0 6 0] +^B»SttTV^J:5^ t<D^<D 

mmx&mm<D%m%-iz£^x&#>t>*iz>£?\^ -m 
\cxteft\<Dm&x&^-tz r t jjs-e* So Tffi^KJSx 

50 Rrt;ffogf^TrtB»3ft«3ej|^J: 



( 23 ) 



2001-1 14761 



43 

( fRj mm T-mtstizmi£<Dm& % ttcs (D x 
X.tf. ArMt Bwe-csaLfc* (I) ^t^sz 

tltz\f\ R,tt. ASftlCtt, 3I2&. Xtt® 



44 



(c, -C.) ryu*/ugS:«L-Ct*adS, 
■Cfc5:tfCS5, SAr'tt, * (I) <DmAr<D 

mm\cttfc\,x\,*z> 0 xm*. (i) os&a&mi;* 

[0 0 6 1] Si^I^ 1 A 
Mk3 9] 



>rrV 



° O^OH 





[0 0 6 2] KJSXmi*; 1 B 



Wt4 0] 
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^NHBoc 
|msCI 



Hj/RaM 
NMg/EtOH 
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^NHBoc 



B0C2O 



,NHBoe 



6. 



is 




^COjH 
LHa, PtO a , AcOH 



NHBoc 




CO2H 



„NHBoc 



,NHBoc 



.NHBoc 



NaNa 



Hj, Pd/C 



IS 



14 



[0 0 6 6] ro&XS5£3 B 




Hj/RaNi | 
NHs/EtOH i 



Ut4 4] 



25 21 

[0 0 6 7] 

H^e^Rjci-^awa-ra. s/sx^i a**2 a 

zUC^T, 5 (BOCW) Mil (cBzmm 
A3^rf£T-fc£ 0 ^<DAr 2 m (mZJLn&Z' [Co 

W6tW5o ISJ«K. ^xg^:i&t5 2{^^r 
mteKmmFf<n^m^mm 1 - 4 -eft 0 0 

[0 0 6 8] S)SIS^3 A&tf 3 Bte. W#s£ : 
[ffc4 5] 

R 2 



30 



40 



-j-N— CH 2 -Q— CH2— N; 



,R 4 
R 5 



■e*s*t-5S^tt (a) -efcs* (1) -e«s*L*— « 50 



NHBoc 



12 

STOfii^: 1 st; 2 ^safk^w^?:^ 

[0 0 6 9] Ri£XSS:3A4:*BB-rs«-, ^14t-$ 

NaN 3 ^^f:{^16^)^>WFx^ 
(mesylate ester) £K^^61xJte>£r^h 

tf-CSa. 7lt ffc^ttl 8*»fc, BH,^ 
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w£as-e#5o asxss£3 (a) t^Lfc&fwsste 

6 0 ffc&«2 0H\ »J6-r6*#«efb-&«b2 zk 
J: 0 w {b^«J2 ill. 

fl=TrBOC«i**4rffli>fcSJei^J:9«art-S. 

o-cKig-r6rt^-e#So KJEXgiC3 (b) |;i*3V* 
T\ 2orag-(?, fi«Ii:BOCj|*»S:ffl^TS2 4 

2 4 14, ^2 5t^$tl^W^, ikmRTf 

[0 0 7 0] 

(CBZ-D-Trp-Lys (OtBu) -OtB 

Ki^:xss:2A^c*3v^"ctlK*-e*>^> 0 rcBzj 

7x^;u- (CH 2 ) -O-C (O) -"C^Stt 

0mLtCOCBZ-D-T r p-OH4 0 6mg (1. 
2 * U^e/U) , Lys (BOO -OtBu-HC13 
0 2m g (1 . 0 ^ y*/U) % t Ko^r^y/ b V T 
/-7V2 0 2mg (1. 5 ^ y ^rM % RXJ4 - *f- 

fv?*j ey ^3 6 6m g (3 ^ y ^e/W) O^ffif^, 
>f* Kt Ko^n^K (EDO 448mg (1. 5 

^y-=t/u) ^Jnu/c. 3mm<oijm<D&* ^©Ki 

C^f^Cfif^f ^lOOmL^Pt, 0. INi 
2 5 mL9»t 4 0. 5 0 h y 
£-fcjgjR2 5mL"C2(§k 7 5 0 m L "C 1 {U 

*LTWBET«-*«*:I»*UTCBZ-D-T rp-L 
ys (BOC) -OtBu 5 9 0mg (10 0%) 

[0 0 7 1 ] (D-Trp-Lys (CBZ) -O t B 
u> CBZ-D-Trp-Lys (OtBu) -OtB 
u 5 90mg(Dg«t mmtm±l 0%'*9i?9J* 1 
0 0mg^V^^^y-;V5 0mLtC50PS I "C 
2. 5«MH**flsLfc. Jfcv^-e, AM«*r%8flU «ttE«r 
KmD-Trp-Lys (BOC) -O t B u 4 
6 6mg (9 5%) (Rj£l8S2A, Rl£*9 
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[0 0 7 2] 

mmm2] «6-r^y-2- (3- (1 h — r> k 

— /u- 3 — >f AO -2- { [4- ( h/urn^- 4 — 

/□t e t^V7^y) -^^d>^. tert-^ 

(a) BOC-D-T r p -L y s (CBZ) -OtB 
u 

10 ttyf^4 5 0mL^BOC-D-Trpl. 5 
2 g (5 ^ y ^e/U) , Lys (Z) -OtBu-HCl 
(1 . 89g : 5; y ^/U) , t Kn^r^yy h y X 
01 g (7. 5^^) , S^4-^f 

?v7 % J tr y i. 83g (i5^y ^u) 

1, 3 - v^^ f ^7 ^ y t>- 3 - ;P 

Kt Kn^P7^K2. 22 g (ii. 6 ^ y 
^-/u) Sr^raUfeo l 5B#P^<D*£#wm, wtf>asw- 

$bCi^fl/y3 0 0mL»U 5 0%^fP^ 
JiV&JfcjSau 0 OmLgfcfrTMleK 5 0%ffi?n«8feJc 
20 #thy^Agil0 0mLTM[El, fi&ftnT' 7 ^ > (N 
aCl) 10 0mLTM[Hl»U &*«K£-^*V# 

TBOC-D-T r p -L y s (CBZ) -OtBu 
2. 9 5g (9 4%) (SJCXSSlA, KSffc 

5&TJ«4-»SiC*3(75SJEES:*flgSn^:V^) „ 
[0 0 7 3] (b) D-Trp-Lys (CBZ) -O 
t B u 

J^<t:^^U>'2 0 OmLtptf) BOC-D-T rp-Ly 
s (CBZ) -OtBu2. 95g (4. 7 ^ ]) ^/U) 
30 ^ifg^, h y 7/^pR81 0mL^»Lit o I(D 
SIS« (g^Ig^lA, 3-»2 0^«T#^$tbfc 
^) Sr2«FTOfR»U «fflES:3 5t:«Tcoiaft-C«EET 
^mafi-^bfc 0 :<D|»Ift>fl/y3 0 0m 

oR-c^iLt ^com&ftMi^ ^v&mm&may 

*iBU ^LtffiTCM^^tt, D 
-Trp-Lys (CBZ) -OtBu2. 50g (1 

o 0%) &mz 0 

40 (c) 6 iyy/Ut^r^^yVfc^r * / - 2 - (3 

- (lH-^fyK-^-3^^) - 2 - { [4 - ( h 
4 -.X/U/fc^/lO - M 0 ^<=7i/l/- 1 

t e r t — ^^-/U^^-T/W 

MtK^^^U>-4 0mLWi7Krh7t Kd77> 
80mL^D-Trp-Lys (CBZ) -OtBu 

5 2 3m g (i. oo^y^/u) &r;^y/Dt>x 

^7;>12 9mg (1. 0 0^^) <D?&mz. 
^^'>v^-^-h2 5 6mg (1. O^y^e 
50 /u) SrjaSJpUfco 2«Fffi<Z)»i$« % tti^W^^TLC 
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(9:1:0. 2^od &/\sJ± : S —fr : b V ^ 

t(Oh^f^7^2 6 4mg (1. 10;!)^) 
SrWSDLfc. 5«fBWH*U ft^T-Jfiffc 

> ^U^3 0 OmLSrS^TOU 5 0 %&fti^>®7kig 
*£5 OmLas^T'SlHl, ffi?a^7>f OOmLT'lS 

LT«IETi^fl£^*braSi^fe8 5 8 m g 
fc 0 ^SI?PJ^ It 2 : 1 ^fflSfcn^vu : 

^r^y-2- (3- ( i ii — r > k— 3 — f/i") 

-2- { [4 - ( 4 -^^U^^/U) - fc^? 

y) -^^n^ig • t e r t -/f;Ux^f;U5 5 0m 
g (7 0%) *mtz MI^IA, KS82©K**r 

[0 0 7 4] (d) 

0 P S I TvklSffbLfco 2BfP^gL TLC (9: 

-;H0mLS:a&*|:*»U £ 6 ^ 2 Mrm^Kfbtr 

0. 1NJ^tK^»c2 0mL^T^ttltpH|:2. 

y-2- (3- (1H — ( > /U- 3 -2- 
{ [4- ( h;Uxy- 4 -;*/U/}xxvu) - fcV<7 v*V- 
1 -jJ/U7$~/U~\ -7^/1 -/nftx;U7^) - 
fiZfu >g£ • t e r t — ^^VUccXtvU 5 0 0 m g (5 
2%) 4r»fc EJSlt^lA, &$m\<fi>T&$ft:&m 

l H NMR (CD 3 OD) : 5 4. 5 0 (1 H, t. J 
= 7hz) % 4. 21 (1H, m) % 2. 49 (3H, 
s) , 1. 44 (9H, m) D MS: M + 1 = 65 5 0 

[0 0 7 5] 

mmm3\ «6-rsy-2- {2- c ( 1 — ^>-tf 

/] -3- (1H — f>K— /U-3 — f/U) -ynW 
x;U7^ / } —^7^0 • t e r t )Vzr.^=r 
M) mt^^-^>4 OmL^CDD-T r p - L y s (C 
BZ) -OtBu80. Omg (0. 1 6 4;!i^ 
/U) % t Kn^y/ h y 7/- ^3 3. 2mg 

( 0 . 2 4 6 > y ^e/U) - ^y <?/UT ;/t'y^ 

>6 0. Omg (0. 49 2 ^^/1/) (Df&m&^fr^ 
til OmL^4o^Ml:^ftfco —0(0 1 OmL» 
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6. 5m g (0. 06 15^y^U) Ml, 3-v^ 
^/V7 ^ y 3 - xf ^/W,fv?>T ^ Kt Kp 

^P7>f Kl 8. Omg (0. 06 15^^) £8§ 
^JDL^ 0 2B#rfflS2f$L/c^ Zh^mtt^^^X 5m 
L*^ttK:8S!JDU ^Sfr^^KSiSl OmLS5# 

20, ifil^^yi OmL-C 10815* U MtK^M^ 

10 K«A?U hy7^PM2 5 0/il^lWf) 
^JtaLfCo :©R^TLC (9: IO^pp^VA: 

KILT, «fit^6-T^y-2- {2- [ (1 
if^^yW/^xiyU- e-<y v^^-4-^/U^^/U) -7^ 
7] - 3 - (lH-^yK-/U-3^;>) -^nfcfyj- 
xvur^y} >g£ • t e r t — :/^vl«*7Vl' 

<D h y :7/U;*-dSIF»*3 2m g (10 0%) «r»fc 0 
20 l H NMR (CDj OD) : 5 4. 6 8 (1H, m) , 
4. 2 2 (1H, m) , 1. 4 5 (9H % m) 0 MS : 
M+ 1 = 6 4 0 o 
[0 0 7 6] 

immm4] «e-r^y-2- {2- [ (4 — t^-tf 

y] -3- (lH->fyK- /U— 3— f/U) -^ntf^ 
xvl^T S y } -#7°n • t e r t -^^)Vzr.^=r 
M) Ift^f ^4mLS^7 h7t Fn77>4mL 
^D-Trp-Lys (CBZ) -OtBu40. 0 

30 mg (0. 0 8 2 > y^) % N, N-^y/PtVl/ 
xf/U7 ;yi 5. 8mg (0. 1 23^^) M 
N, N-^^^^i/^-/K^-h2 1. Omg 

(o. 0 8 2 -;y^) o*tt«rS?a-ei 5«fB8»»l 

fc 0 Z(Omm^ttl^tl2. OmL^4oiOSU}»:?l 
<#ttfc 0 ^-o(D2. OmLgp^ rh7t Kp 
77^1. 0 m L ^tf^^if^^/l^xvUt: 0 ^ 
4. 6m g (0. 0 2 0 5 ^^) ^^JPL^l 0 2 4 

8S&DU 0. lNm®^fS5mLSU5>T*2 0, ti&ftl?? 

/^dS81 0 0 // 1 Sr«#L&fls&«yraLfco 
/S^rTLC (9 : KD^od^ : ^ ^ J — /U) i-i: 
o-C^^il^b^o 0. 5 l«in8L RJEtf^lSLfci: 

xf;ux-f;K*hyfai/-h^lU (t»Lt, « 
6-T^y-2- {2- [ (4 — <>if >^/U/^x: 
yu- t 6 ^^ v^>- l -^;/u^xi/u) — r^y] - 3 - 
50 (lH-^yK^-3-f/U) -ypftx;V7-; 
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J } • t e r t -^^x^r/W h ]) 7 

;u*vmffi&l lmg (71%) S:^fc 0 
l H NMR (CD 3 OD) : 5 4. 50 (1 H, t. J 
= 7hz) , 4. 21 (1H, m) % 1. 44 (9H. 
m) □ MS : M+ 1 = 6 4 1 0 
[0 0 7 7] 

immms] ((6-7^-2- [2- c (4 — ^/ 
4^- tf^y 1 -tuvtf=^jv) -7^ y ] -3- 
( 1 H-^fy K — /u— 3 — < /u) /nt^n/vr^y] 

-^^ri^V^- t e r t -y^U^^X/U)) 

! H NMR (CD 3 OD) : 6 4. 6 2 (1H V t % J 

= 8hz) , 4. 25 (1H, m) , 2. 83 (2H, 

t . J = 7hz) > 1. 48 (9H, m) B MS: M+ 

1 = 6 0 5 0 

[£&ft«l6] «6-T^/-2- (3- (lH-^K 
— /U-3 — < )\") -2- { [4- (4-^^U-^O-y 
^f/U) - tvyyy- i -tfA^^/U] -T^/} -7" 
P fc c ^~/UT ^ J ) -^=*1r • t e r t - -7^>V3L 

l H NMR (CD 3 OD) : 6 4. 6 2 (1 H, t, J 
= 7hz) , 4. 25 (1H, m) , 2. 83 (2H, 
t, J = 7hz) , 2. 42 (3H, s) , 1. 48 

(9H, m) 0 MS : M+ 1=619, 

[0 0 7 8] 

XDWim. «/J^*a^»JB3tjSfe (m i c r o p h y s 
i ome t r y) -C<Z>jfc«F, SBMSlfimXI** 

tbfcJfflfla^V^Tjffl^-rsr.ir^-e^S [Y. C. Pa 
t e 1 £>, Biochemical & Biophy 
sical Research Communicat 
ions, 198 (2), 6 0 5-6 1 21, 1994 
; M. G. Cattaneob, FEBS Lett 
ers, 397 ( 2 — 3 ) , 164— 168 K, 199 
6*£ ; J . A. Koenig£>, British Jo 
urnal of Pharmacology, 120 

(1), 4 5-5 1 1, 1 9 9 7¥;D. Djordj 
i j e v i c Endocrinology, 139 

(5), 2 2 7 2-2 2 7 71, 1 9 9 8^; W. R. 
Baumbachib, Molecular Pharm 
acology, 54 (5), 864 — 73 H, 199 
8^] Q 
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[0 0 7 91 y-^ h*#?-:xxtt*©7 

rf, im^ y y^AMPc^tr^^ y > (for 
s k o i in)] y-v h^^^^(om^^m^-t 
5 0 7v^^Mt y^ h**^>op§/sfl^£S 

y-e v t Lx<Dftm-tzm£f. 

io RTfi*<Dmskk\~xffi%<DVtm<Dfemtttt&*tih^ 

[0 0 8 0] 

[»J7] ( "b" ) sst2^7^)) 

^^s s t 2 u-tyrf-ictenzmffl^mc 

h=3/U^#M-t*-5(-, — — d (Neuro) 2A» 

^IT^H^f*?/^ J. A. Koen i gf), "So 
20 matostatin receptors inNe 
uro2A neuroblastoma cell 
s:operational characteris 
tics)" British Journalof P 
harmacology, 120, 45-5 11, 19 

[0 0 8 1] «rfrT2x-fe>f tt, by #n ^/u;*^ 
o^e— ^— COTSKJ-fiSbfc, ^s s t 2 
fca—Ki-a^^-S—b ^9 ^5 K (PCI 
-b s s t 2) f^a-n (Ne u r o) 2 A<Wfi&Sr— 
30 hLt*^7 2^ra^^HlfeL 

fc 0 h7^7x^Va y^IlC^^T 6 . 5x10 

6 i^a~o2A», &m&m&7 7x=* (mm 

mi 6 2 cm 2 ) d*tL3 5 m L (Omm^WM L/c 0 S 
0. Kiilt^C^ot, 7a-^> (Fuge 
n e ) 6 y — • >v>^f ( B o e h r in 

ger Mannheim), 1814 443] ^rffl 

(3 0^1 /77^^) ?:8/ig^PCI-bsst2 

40 D2A«C»L/5: 0 3«Fra«, *T»ft 

SrSMniLfca 7yt>f/^77tt, SOmMCDHEPE 
S. 5mMOMgCl z , lmg/mL^^i/iiLiSr^ 
y ^ > (BSA) x 0. 0 2mg/mL^>Fr> 
>\ MlO^M07/n^>, (1 
e u p e p t in) RXfA E B S F 4:4 tr £ 5 f-g£H U 

(5. 5mL/77^^) * "CWSI^^, »5 5m 
L<D£>f — h>- • • Jfc^ei^M'lF— (Whea 

50 ton Dounce homogenizer) (1 
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v*^Rvmm<Dmmt)>b<D&&gd(nttm\*.. #y^ 

VtfT (Mi 1 1 ipore) 96 
(We 1 1) GF/C7^;^-/l/-7 (F i 
1 terplates) % (MA FC NOB 10)4* 
X'ft-DtZo ff)2 0%(D [ ,fB I] h^^^^l 4 

h ^— [7v->tA (Am e r s h a m) , I M 
16 1] ^>g^LfcK<Offi£:/JH\ ^^x/Wn 
5 , 0 0 0 c p m/ V^/U (ftj 1 5nC i / £ :nyu) "C 10 

tt, 0. 0 04 2—1. 6 6 7 nM^T*CD7^pg(DS 
St^ft, ^ft^{13 3 nM- 1 3. 3 3/iMST 

©7 8Bofifir-t«)fc 0 S/S^iate 3 o o l-cfe 

V^r A -<-v/3 yii 3 7tT 1 ffiHl Lfc * 
ttAttlfrfrtt. 0. 8 3 nM(Dy^ h^P^^i 4&m 

iVyyt • ^^^(Wallac Sup 

ermix) , 2 5 0 /il/» , tttttBS: 9 6* 

[0 0 8 2] «S«ffi&tJCfl$«» 

50mM-HEPES, lM^hy^50mL (Gibco 
BRL #15630-080) 30 
5mM-Mg C 1 , 0. 4 7 6 g (Sigma M— 8 
2 6 6) 

[HClXttKOH|:J:orpHSr7. 4(ci"5] 
[d dH 2 OT'l y 5/ h^MC-TS) 

o. 2%#yxf i/w^yiKTfiinm (Hy 

4g^yxf i/^^5 0%*gjg (P-3 143 
S i g m a ) 

[d dH 2 ot-1 y jx h/wc-rsj 

»^«*i8e ( l y y h^Sfc 9 ) : 40 
50mM-HEPES, IM^hiy^SOmL (Gibco 
BRL #15630-080) 

5mM-Mg C 1 , 0. 4 7 6 g (Sigma M— 8 
2 6 6) 

(HClXliKOHCJ:otpH4:7. 4K-T&] 
!>'>JiL»7/^^lg (A-7 8 8 8 Sigma) 
/^Fr»20mg (B-0125 Sigma) 
10//M T/nf^y (A-4 5 2 9 Sigma) 
10/iM n>f^fy (L-8511 Sigma) 
10/zM AEBSF (Sigma A-8456) 50 



Cd dH, OTM y ?/ 
igmm (5 0 OmLSfcD) : 

dmem(i o%^->nei/ajin.j9t'<=.ixy 

(5 0 OmL^C, FBS5 5mL&^vyy 

[0 0 8 3] m&v*h» 

1. MgCl, (Sigma M-8 2 6 6) 

2. 1M-HEPES (Gibco BRL cat# 
15630-08 0) 

3 . '< > h 7 » (B-0125 Sigma) 

4. TZfxi^-^ls (A-4529 Sigma) 

5. D>f^fy (L-85 11 Sigma) 

6. ^'>M7/uy^y (S i gma cat#A-7 
8 8 8) 

7. ^/U^j/^PBS (Gibco BRL cat# 
14040-141) 

8 . m&9t$mffiWi (Gibco BRL c a t # 1 

3 15 0-016) 

9. 50%^yxfl/W;y (Sigma P-3 1 
43) 

10. Neuro2A (ATCC, Manassas, 

va, ccl#i3D ^^^mmmms^k 

1 1. b7^Z/3Lls h h7^7x^i/3 yffiCMV- 
b s s t 2-7=7** K [jfiLft ( "b" ) a a t 2 a— K 

12. Fugene6 h7^7x^;/3 >-f£ig (B o 
eringer Mannheim c a t # 181 

4 4 4 3) 

1 3. T'U— hfiaftS (L a b Line I 

ns t rumen t sine. ) 

14. Mi 1 1 ipore iSy *t&M? 4 — 94 
C 9 6 ^s^l^U— h (MAFC NOB10) 

15. Mi 1 1 ipore \s— h^S 

1 6. Ma t r i x^y^Pf l/> lmL 9 6 $ ^/U7 
P5/^(8 1 0 0-9 6) 

1 7. M^iiw5 0mLfa-^/uy- 

1 8. tK 
19. 5 

2 0. Wa 1 la c Sfcfftt^— * 7 U- 

^— ^7^>^~ (Jet 1 4 5 0 microbet 
a) 

21. Wallac V a VgK^-^*^ ^ 7 
m — X (optiphase) * S u p e r m i x ' (1200 
-4 3 9) 

22. Mi 1 1 ipore h^>— (MAT A 
0 9 6 0 0) 

2 3. 1 6 2 cm J ^h»ig$yi/~h (C o a 
s tar#3l5l) 

24. Amersham 1251 SRIF— 14 
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(Try — 11) (Amersham #IM161) 

25. DMEM (Gibco BRL #11965- 

0 9 2) 

26. FBS Gemini Bio — product 
s (C a t # 1 0 0- 1 0 7, lot#A1801N) 

2 7. ^>yy-7 hU/h^^/y (Gibco 
BRL cat#15140-12 2) 

28. "Cold" SRIF-14 (Sigma S- 

1 7 6 3) 

29. AEBSF (Sigma A-8 4 5 6) 

3 0. ^^f/M/^^rv/K A. C. S. if\s— K 
(JT Baker cat# 9 2 2 4-0 l) 

[0084J «b s s t 2 <Sr=i — KfSDNA^l^ 

(1) PC I - b s s t 2/7^5 KSrfiftLTV^i 
^fflnn^-^ LB/amplf 3 0 0mLCi 
«iT5o *6 2 4P«B*«L'ClBia*:a«S*, Hft^r 
»^5WBfcJ:oTa»»*r^U* hfcLfc. Q i a g e n 
Zfy^X KflFS^o h =^ (Mega h^^) 
ffiitSo /nF^^SSC, 7 0%xn^y — /UT*M 

-Kl OmM h^-HC 1 (pH=7. 4) lmL^ 
6 0 iR*^^k"*--5-efc^ 0 PCI-bsst27 P 

^^Kte, ^^^^ K^8ffit6^^^$^ 

[0085] «Neuro 2 AttJfi<0«»&tfb s s t 

2 rfy^% K£> h 7 >->^> h h 7>^7x^ >a ^» 

(1) 162cm^yh»77^^ t t ] t\ DME 
M (Gibco BRL#11965-092),10 

%f bs, xt^i o omiL^—i/v^G-r v y ^a, i 
oo/2 g/mL^ h u^h-^^r [^=vy V/ 

* h hv^i/y (G i b c o - B r 1 #1514 
0-12 2) =^gli5 5 0mL^f:»)5. 5m 
L] (5%co 2 , 3 7t) 

(2) »jja«r. 3 7t^^^3PBS (13mL) 

( 3 ) #gE^®f& 3 m L (Gibco BRL cat 
#13150-0 16) £r#0*L6r t\zXoXfm^U 
^L. *:LT5%C0 2 T. 37t ( h V ^v'Vfcffiffl 

uftio r% s^ia-r ^a.-*— h-r^ 0 ^ ^ ^ ^ on 

(4) Mt5^BSWB (lOOOrpm) Lt, 
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(5) i£H«rl»*U -tUrllBjeSr^Bf^StJWS 

fcfc 1 6 2 c m 2 -<yh»77^^t(:Mlt6 

C#»J (splitting) =1:5 ( 162cm 2 
77^3liSfcDilfi»6. 5X10 6 <H)) o 

(6) l 6 2 cm'-o h^MMyy^^ ifli:oS« 
iS3 5mL^rJ0^^> o 

(7) WKoOPf:«WiSL, -?:LT5%CO 
10 2 T. 3 7t-C, -ft (1 6-1 8«fB) 4S$t6o 

JfflflSfi. h7^7i^i/3y(I^^ffll^:t^ 

-e^* on 5 o%mm) o 

[0 0 8 6] (8) 16 2cm 2 77^^1»:o^ 
X % DMEM (FBS/iL) , penn/Strep4 
7 0/zL£r, lSraL^yyntVyn^yl/fa 
— y4>(^t 0 ^<^ h^ffi^TAix5 0 Fugene6h^ 
>^ ~7 9 is a Vjptlg (Boeringer Mann 
heim cat# 1 8 1 44 4 3) 3 0^L$:, i 

20 (jKKt-fi^DXL^^fi, ^-^rtffiflffifcll^S' h 

rL — ^OigfC PCI-bsst 2 "7"^^ ^ K8 /2 L^r 
An^L^ (IJilt 2 0 /x Lfrtt&Ttttt&ftVO o DM 
EM/Fugene^5 0 0/zL^t^ DNA 

*«r?gj£-r£T?fc^5. »5 0%jttONeur 
o 2AHBI^^&1 6 2 c m z ^> h z&BJf&:7 7 * 

30 2 T. 3 7tt3Wy^r^-<-ht5 {Z.<DW$£ 

(9) h7>^7x^ 7 2B*|ffl«M, HiJfiBX 

S (2) - (4) tCfB®60t^t)(C»iJia^lR^|-t-S o *PB 

(&8077^3) £m#>£ 0 
40 [0 0 8 7] {{bSST 2 l/t/^-^f^Neu 
r o 2 Af®!fo<Dm!&m<Dmm bSST z h7^7x 
^ hNe u r o 2 A»C07 7^^ 1 |||[IO^, tK?^L 

5. 5mL^^6:iCJ:ot t h^>^^^r-^ 

^^^^^ci-^>o 5 5mL-Wheaton Doun 

i>x^X (15-20^Fp^) U tLTfl^ 
tHtTjc^^^tCAtl^o 3mL7!i^-l> (9 
50 6 ^/l^V- MiI+#) T% ^U-7 0TC"Cft«l 
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[0 08 8] «( ,26 I) Wh^^fy (SRIF) 
<nmW> Ame r s h am 115 I -SR I F (#IM1 
6 1) 5 0 u C i Jg*f:igt&i-£o #50uCiI 
^lOmL^gWl^Rl, ^U3 3 0/iL7 

^8««-c#ry h£ i imLic^-r^ 0 m 

\^ 9 6 fr^up'V— M£+#"Cfca o 
[0089] ((Mi 1 1 ipore96 frx/l'GF/C 
74}\<*— YmWi 0. 2 0%^!)xfl^W; 

>/H,OgaiOO/iU, 9 6!>x/U^U-h«)# 

[0090] «Neuro2 A/ b S S T 2 1 

^^Htet5o iBi««SRIF-14 (12 5- 
I) »150 OOCPM£r, ^kro^x/utftctr^y h 
T'AftSo Kffi^^a (1 0, 2 0, 4 0, M8 0 
ix L) T* % (3#/?rfo) (C^DxfCo ?!ufEfc©<£> 
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JR, RTf 1 *i M<D?ftfiJ SRIF-14^ $ oi^U ( 3 # 

grfo) leaner, ##S^^4r^*T5 0 Mic, # 

ftSlSRIF-14 (0. 03nM-5n 
M) TlS^UT, iftSlSR I F - 1 4l£*H-£ I C 5 0 
£#5o 50//L=6 500-7000CPM/j!OT, 
#SftiB^6 5 0 0-7 0 0 0CPMi:/i^ * U 
T?&aiSR I FISH'S I C5 0ffi^6 0 pM-50 0 

^C7 y ^— Mfc (9 6^x;^!/-M(@|:o#fa 
10 -:/l#) L, ^Lt-TOtt^t^ 

[0 0 9 1] «§MMfc&«&tfy-*' h**^>- 1 4(D 

mm)) &mmy-* y*?^-\ 4 (H7;yi?i 

gfl*ffi-Cfc6) S i gmatta»y»A-r<5 (S i g 
ma#S-1 7 6 3) „ iifbtfcSR I F - 1 4 (1 
mg) £rDMSO (5 00/zL) tMcSBIWU 
*S-&*8««"C1 2 2mLC*Rlt, S^ ; 5/zM^ 
£PS R I F- 1 4 £r#£ 0 1 m LOT y =» — h Sr- 2 0 

20 f(7)8g^t5o 
[0 0 9 2] 
[^1] 







*HRf*3S (SRIF-14) 




o n c # 


Sft (nM) 


(nM) 




(p D 






5 0 0 0 


2 0 


2 5 0 


5 


12 4 5 




2 0 


1 0 


2 


5 0 0 


5 0 0 




1 0 


5 


2 


1 0 0 


1 0 0 




5 


2. 5 


2 


1 0 0 


1 0 0 




2. 5 


1.25 


2 


1 0 0 


1 0 0 




1.2 5 


0.625 


2 ( 


1 0 0 


1 0 0 




0.625 


0.125 


5 


' 5 0 


2 0 0 




0.125 


0.025 


5 


5 0 


2 0 0 



[0093] '&&<d h&v\c % 3 m-r^m* $ =*mcm 

10nM, 5nM, 2. 5nM, 1. 25n 
M, 0. 6 2 5nM, 0. 1 2 5 nM, RtfO. 025 
nMSrfflV^ 0 m*lt&&)$: 1 0 0%DMSO+M1 



[0 0 9 4] 
[^2] 
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© n c # 


UK (/i m) 






S t $7*0>*flt 






5 3 0 0 


o u 


b z . a 


on "9 c 
z U - os 


1 25 1. 525 




8 0 


4 0 


2 


1 n 0 


1 0 0 




4 0 


2 0 


2 


1 0 0 


1 0 0 




2 0 


1 0 


2 


1 0 0 


1 0 0 




1 0 


5 


2 


1 0 0 


1 0 0 




5 


1 


5 


5 0 


2 0 0 




1 


0. 2 


5 


5 0 


2 0 0 



[0 0 9 5] »tti<Dk*S*)\C 3HI-fo«* $^M£lm 
S0uM x 40a/M, 20^M, 

[0 0 9 6] ({9 6 ^x;Ub SSL^T^t^)) 
9 6 -)x;^p s/^O^^vM 3 ^ jg^l|fi«ttl 0 0 



B 



MSI 



2, 3 



2, 3 



2, 3 



2, 3 



4, 5. 6 



5. 6 



5, 6 



4, 5, 6 



4, 5, 6 



S. 6 



5, 6 



*T«)ft^»Sr3|Hli-oK|ftUfco 
10 0 9 7] 
[^3] 



81 9 



e. 9 



8, 9 



8, 9 



8, 9 



8, 9 



8, 9 



-LLl. 



1 0, 



1 0, 



1 o. 



1 2 



1 2 



1 2 



1 2 



1 2 



1 2 



1 2 



[0 0 9 8] 7 P l/-F2it ffr&«5, 6. 7. &U*8 

u— Mitft^ti £ L-cjBjrtJOfcu ^lt«*£p 

SR I F - 1 4<Dgkmn. £XT<Ok&VT?3bZ> : 

A 1. 2, 3=1. 667nM (SS&SI^ ; S&SUfift 

[il 0 nM) 

B 1, 2, 3 = 0. 833nM 
C 1,2,3 = 0.416 nM 
D 1,2,3 = 0.208 nM 
E 1,2,3 = 0.104 nM 
F 1,2,3 = 0.0208 nM 
G 1, 2, 3 = 0. 0042nM 

[0099] <£x<Dm<oit&m\L «T<oYk^»Bft-e 
mk-tz : 

A n, n, n=13, 333nM (&jf&&S ; 

fit (18 0 nM • • ■ ) 

B n, n, n = 6, 666 nM 

C n, n, n = 3, 333nM 

D n, n, n = 1 , 666nM 

E n, n, n = 833. 3 n M 

F n, n, n=166. 6 n M 

G n, n, n = 3 3 nM 

[0 10 0] ttflBfr* — h<D Thj ^rj±(-. 4o 

fo^t^o HI. 2, 3, 4 1*. '#C1. ^/UMA 
jx&ttSCPMO-&m-Srfi«-rs D H5, 6, 7. 8 
IS, *&LTH6Bte*&fH- (»9SRIF-144L) 
H9. 10,11.1 2f*. 
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(^^/M^ 5/xM^iPSRIF50/iL$r») £ 
M5 0|/L^, HI, 2. 3. 4 

»n^5 0 ir^/i/- mc^t, jsat««« ,fB i v 

h^^^^iiWSO»iSl 0 0 u L£, HI. 2. 3, 

[0101] 9 6 ZxL/Vzfn y?*^ :7V— 

^gj^ (Lab Lin 
elnstruments Inc. ) (ir ;y ir >( V ^ 



40 



50 



3) ±«cB<o l«Mlt, «-&SJEB«:JtfT** 

T, 185 IgStt^KEO 0 hu8E9 6 fr^i^n 

y?*<D&V^;vt>h1&m2 5 0// mjfe9 6 *m 

«t jS^tdSiai-So #CK. MilliporeS 

IF-14 (100//L) £T 
oy^-Mrai, 2, 3, 4) (ZtlbfiK ^ff-c 
PM-)x;UT^5) ^MtV^y htAix6 0 zhhtm 



67 

Wallac 'S u p e r m i x' 
U'-*>3>'$^2 0 0/iL^i^So ±TWJ(0!>x;U 
II, Wa 1 1 a c 'Supermix* — *>a 

5 0 /i L^x.5o h<ojS&tr±&5caiS] 
^^^U-hMih^-^-C^JhL. tlTWa 1 1 a c 
*tyF (1450-105) +t-S<o Wallac 
-fufyj* (S ST, :7^A-*— y — h) Sr/Bl^T*:/ 
h^r^o aiOCPMi^SffifflD a t a f a s 

C5 0ffi£r#6 o = [CPM-CPM (*#H6*} 

«££0 ] /m&&cPM<n^ftx i o ofttc 

[0 10 2] 

H-rs. amEry-t-fri, y*^ h^#*yoH»« 

9 : t>c74> : t*t>( -TA^^ K (VIP) tt % ^< 

%-fcm&m\cm&^zma&<om\<mm& ^ 

mp t^A-oi@;&n£t>fc£i\ wttibco^^ £ 

^ktfhQ. tLTc AMPSrffiDTjat^$*t«wi:fc 
<OT*»»nafw%x.feixaJ: VIPWSRI 

— :/f3\ VI Pi:«I;ot^i:5«rtcAMPi/^;KD 
±#£SR I F*sa«i-5Ci:S:2?te$-&-5«»3K»Jo 

i^^nr^r x^^j i m g -e - ^ \z.&M&inft\i\ 

[0 10 3] ftftWlilli, TI*»IGH 4 dCOf*!^ 
^ y AMP (cAMP) £JB^T, y 

fc 0 w<£>;tf^}3\ L, J. Dorf linger h ( "Somatostatin in 
hibits vasoactive intestinalpeptide-stimulated eye 
lie adenosine monophosphate accumlation in GH pitu 
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itary cells" f Endocrinology, 113, pp. 1541-50, 1983) {I 

Etto^«fetra«-efc«?, j^T^^H^^jto gh 4 
cmbmnk (i-2xio 6 Wmu ^y^- 

r- (5 0 fi L) Adeny ly 1 Cyclase 

Activation FlashPlate (fl£j 
gf) T^-fe-Y^U-h (NEN (igli) 7^7t>rxy 
^D^^W^Af ;*^d^SMP0 0 4A) ^ 
0#f*8Mfrg^<D®?£ (50//L) irinxfco m^^tt 
5y^h^^f>7^ hXli7>^^^h^, 1 
10 0 % 1. &tf0. l/zM<D8ffit% 10 0nM/<y/^ 
X-f TV ^T^^-f K (VIP; Sigma 

V3 6 2 8) Ml0nMy-7h7^fV-14 (ft! 
teS«tt«Ufcfc*> ;Sigma S176 3) 
T-C, AfflttKJOfcLfc. cAMPi:»t5R*"C*« 

«r**i-Si(rtBF 1 a s h P 1 a t e (i§g|) 
RR«^ c AMP**Tflfc*:ffMBi-5*:«)^Sft* 

•cof*Bg (mtts«f«, tttwamK* camp» & 

[ l26 I] - cAMP hw-*— *r4tf) £*pr<5* 

S«?Lfc«^c AMPfWi^f/N Ay 

y hy s^Ty-fe^r Sr^isu «v^T»«fk^«-eH»lE 

®iit#Ojg^fC^oT. cAMPHSlO-lOOOn 
MO«ipi:i4:«i-6r iKJioT* GH 4 C,»(Dc 
AMPtfl^tLt ^<D7 ^ir^MioV^ VI 
Pi3\ GH 4 C, «t ^ c AMP^i^D^-fr, 

30 V I P&tf y-v h^^^^Sr^-TS^KIR^*^ 
^ftt^flK^^^tlt^-C c AMP^Wfik^iS^D^-fr'S 

7*=*^* Mi, cAMP^f»>$tf: 6 Sot, 

[0104] mn&xttm 

(a ) ^^p(D!J >-®&i$J*k2k (G i b c o BR 
L #14040-141 ;PBS), 0. 1% (w/ 
v) BSA (Boer inger Mannhe im 
40 #100-35 1) £r^fr (pH7. 4) ; 

(b) F- 1 0%z^mi& (Gibco BRL #11 
5 5 0-0 4 3) , 2. 5%Vsfe!%Jkm HR^FSft ; 
Gemini Bio Products#l00— 1 
0 7). C>^JfiL?» ;Gibco BRL # 

2 6 0 5 0-0 8 8) % ^n->y V^U 5 ^ h-^-f 
(10 0 %HiL/m L ; 100/ig /m L ; G i b c 
o BRL #15 140-122) ; 
( c ) 'fflJ&ftfmm (Sigma#C5789) ; Rtfi 
(d) Adeny 1 y 1 Cyclase Activ 
50 ation FlashPlate Assay (NE 
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N#SMP0 04A) % 77^*>^7- \Zm&&<D 

mfamwto±.fc*p<D c amp c amp i"<;u&mffi-tz> 

a. mmmmm 

b. titmmmm 

C. cAMPgi 

D. 7? yis^ZfXs— b 

E. [ l 2 5 I ] — c AM P hi/- 9— ; 

-<yf- K : V^Z^ls- 1 4 [»fla«««»Lfcfc 
CD(Sigma#S1763), flft>f ^" l/i&*$<D 1 mM 

t^r j-J^^^t^^ i-^^-y^ K (V I P ; S i gm 
a#V3628) : PBS/B S Af 2 0 0 fiM* h y 
**§«£IES§!| (-2 01CT*!) , PBS/BSA^2 
0 0 nM^tt?:» ; 

f-itSYt:) : PB S/BSAt(D2 0 nM-SR I F& 
X*2 OnM-V I P£^Sg 0 
[0 10 5] KcAMPSW l>Tty* (2mL) "C 
c AMPi?P (5 nmo 1 /m L ; 250pmo 1/5 
0 ai L ; 4 t C-C3j@ra<t , 9St>fflraffi I ») ^l;^L 

(aot, 1 0 0 0, 5 0 0. 2 50. 1 0 0, 50, 
2 5 , AT* 1 0 p m o 1 /m L««&9lfiH-£«> 
[0 10 6] MtUS^tl) 2uCi ^)cA 
MP- [ ,26 I] hU-f-^, #77r>^l/-|^ 

[0107] 

?4 * — ^U— h^K]^ ;Lab Line Inst 
rumen t s 

^ u^l/— v^a ^ffl&tf ; Wa 1 1 a 

c microbeta, model 1450 
[0108] 

(A) XBjfilHH 

f+f U:GH 4 CiiBaflaS:, 1 7 5 m L 7 3 + #J 
7 5%i&«H-£g£-£So »PBST»U 
■Cttlfi5>«l»fS (Mm) 2. 5mL^^tl|Kit5 0 

<£oT. SSJ&&&£1~~2 x l 0 6 »/mL|:llf 

So 

(B) ttlftft;£4b<0HS 
Yb^«SriSI9]05ffffl<Ol 0 0%DMSO*|:«»U, 
8»«-efc5 10mM (4t©K , »g«) kbmm- 
So ASWtrfi, \\&m*. i o, l. &tfo. ljiM 
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*R»|C33l^T2ffiF»«iK rt-ttfrfe. 2 0, 2, ftW 
0. 2/iM) $rH§!ii-So 
[0 10 9] (c) Tjy-&>r3MB 

(1) cAMPSVAS 
PBS/BSA50iiL^ 77^>a7 P U-h©Ig 

000. 500, 250. 100, 50, 2 5, 

pmo 1/mL, &Tf\Z. 5 nm o 1/mL^cAMPg 

10 (2) «T<&*frflB«r&tr : PBS/BSAjg»5 0/i 
L^r3lH]-ro^UT, SSMSc AMP^St^^Kig-f- 
6 ; 2 0 OnM-V I P 5 0 u L $:#LT, 
c AMP»8WtfflB£:»ifi-*-* ; XtWfc^ftfirfRtt 5 0^ 
L^LT, ffl5#«JSR I F-fif cAMPSa^iS: 

(3) 775^^/1 b*P<D$^MZ % 5 

0 ai L$"3(Hl^o^-r o 

(4) RuiS^^^v^^^U-- h(£>c AMP^^tf^ 

-f^SU ^LT(Hl(G7 P 7' ( yh7^ (2 0 0 r 
pm) itf j$L^^^ 3 7W2 0»^^ 

(5) ^^a/<-^-^?,7 7 5'Va^l/-h«:lS9 

(6) mm7yyZy^^U—b±{^y^— h £rfi 
LTilt? 16-24^ y^*^- h t5o 

(7) ^ydra^-v'aySl:, ^ ^p^I/- 
30 ^-V 3 :^3£fr*T* 126 I SrfHSrrSo 

[0 110] 

l^ife«9i «i 2 k g^y^rtcoGHScmt-ibMtsy 

«t50Ci^5SSli, M. J.Estienne^, "Methyl-D, 
L-aspartate-inducedgrowth hormone secretion in bar 
rows^possible mechanisms of action" , Journal of A 
nimal Science, 74, pp. 597-602, 1996(^^ £ *VCl ^Zjj 

fc 0 fleSftl 12kg <Dttm<Olx&-7 9 4 0^^, 36¥ 
^7^-h^ffl^i ii:ot l OKfo (SUfcllaKco 
tBSVMo) T\ fifi. (PS-9^^^-^--^ 
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^^^u^Uxmu^l^l^ lUMo^^Jg 

im<nmW) i^^-l/co fsjesic, i o£f*JiRf-c% 

^Lt- 2 0t:T*^L^: o 
[0 111] t£oT, *f£L^n 
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a . 
10 b. 



a. *16i/&i:$m-79 
:S)12kg 

Swinford/Frantz 
Hillsdale, 

[0112] «fD) 



b. 
c . 
d. 
m, 



Far 



d. 
0RC 

[0 11 
[^4] 



3 6¥*7^- b^S^n^tU^ 1 



3] «t*i**m» 









T 1 




8 


T 2 


2. 5mg/k g 


8 


T 3 


0. 2 5 mg/k g 


8 


T 4 


0. 0 2 5 m g/k g 


8 



[0 114] «^mB» SiBIC, Wbffli:4»^^t 

^ttoiai>^4 j ^i£tj^2Re^^-r^ 0 i&^gsgi*, a 

t*5J:JW mWfc*tf«fi-*-6. &3tttS3 (T2- 
T4) II, ttlML'S* (i*T2-T4C»t5) Xtt 

«RW (H»Tli:>ft6) ©aSftS*ftfc««-*-S 
fcfcfcifcYM-SCfcfcittO, ^Ltl^i (-1 

ri:W55o T l^aSf-r-SftRSU^flcfflti, fa l m 

a g»m (ft) SS 



30 



[0 115] K»fls-fi*Xf4*«?»J©ffilt^BBU-C- 
1, 10, 2 0. 3 0. Rrj4 0&<D!$&X\ — '<V > 
mm LfcSMH**© 7 m L -7&m V >Tj«-^^>':7' , 

*tt»» (-2 Or) *T5 0 g^W7'WAy7j/ 

[0116] «*«l/ftffl» 

(1) feBom^fa^: ; 

(2) 2 0HU<Dft:ffi; 

(3) «#ffi<&iBft ; 

(4) skm^^^mmm mmmcmmtstitcmm 

[0117] 



- 2 

0 
0 
0 
0 
0 



- 1 

1 0 

2 0 

3 0 

4 0 



[0118] 

(«?ctf. t/^GHXte^GH) OU-<;U^^t5 



50 



I A) 13:, Y. N. Sinha£>, "Studies of GH secretion in 
raiceby a homologous radioimmunoassy for mouse G 
H" , Endocrinology, 91, pp. 784-92, 1972^|23Jc0^fe. 

Cocola£>, W A rapid radioimmunoassay method o 
f growth hormaone in dog plasma" , Proceedings of th 
e Society for Experimental Biology and Medicine, 15 
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i, pp. 140-14, \97Mzw.m<n%&kmm<Djjm'T?&>z> 0 & 

t i ve) <D7?GH (pGH) 4r»»tt3*>SBftU 
mmt LT-f J*GH (cGH;AFP-1983B;>f 

fflU ^ttl- fit* (t/^-cGH;AFP-2 1 

4 5 2) ^ A. F. Parlow (Harbor U 
CLA Medical center) {;iJ:oTf&*& 
LfCo £>5VM3\ Biogenesis <£>£&&x::/^G 
H£, M/-t-tLt, tt»tta?*fti:fflv^ 0 ft 10 
Sttta ^^{bfi. Biomedical Techno 

logies Inc. Stoughton, MA t£ <fc 
oT3Mfc$*Lfc 0 *-Sl* 1 : 5 0, 0 0 

OXttl : 1 0 0, 0 0 0), flMTCvWjlkLfflf ( I CN5 

5 9 8 8; J&*MMR = 1:1, 0 00), &t5ifa.L£ 5 
1f">'7Vl'XI±«* (cGH/^-y=0. 0 8 — 2. 

5ng) SriS^U ^LT^ia^T2^>r 
-hU ftC, hU-t- (10, OOOcpm/fa 

-zf) ^Mtl, tLr^ttfMsooiiL-e, J^o^ 

(-^fit— !JvW gG ICN5 54 1 8; Jft»ftR = 
1:16 0) Xtftfy^^-U^y 3-/U8, 000 

(iM4 4mg/mL) SriflX., ^LT£**a 
1. 6mLT«tf: 0 fi»LfcaS*>4 f C 

[0 119] t£ot, jffiLV^n ha/U^jRBilftW 

mm 30 
y^in-hy i-m&m 

aa-r^ (d i) * 

r h 7t h y ^Axf i/y^r ^ yf h7S^ (EDT 
A Na 4 ) 

*v'jfo.fitT/t'>^> (BSA) 
fiftthy *A (Na C 1 ) 

«t#1*vUjkfg (NMS) : ICNS55988 ( 1 «= 
jfiLfpf 2m L) 

#y cn^Ui^y =i— /U (^M8, 00 0) (PE 40 
G) : S i gma #P 2 2 6 3 

^^^S^^X^-T^fetjfiLfg (IfvU) (1° A 
b) , Dr. A. F. Parlow, Harbor U 
CLA Med center^KM (#AFP-2 
1 4 5 2) 

•V^fiL-lJvUI gG (2° Ab) ;ICN#55418 
aWtipGH : D r. A. F. Pari owXIiB i 
ogenesis (BTI fCjot't -5 R on F o r a n 

diaoTa *&*{fc£3li&) 

3 VVcWi c G H : Dr. A. F. Parlow (Ron 50 
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ForandCtota^ft BTI) 
MPcGH : D r . A. F. Pari o w # AF P 
- 1 9 8 3 B 

[0120] mmmm 

(1) 0. 5Myy»tMi!>^ (pH7. 4) : 0. 

5M-isttM i y y h^zmm-rz (* 1 l^o- 

*g«=y ^IW-h y 8. 9 9 g) 0 0. 5M~I 

y * h/^sat-rs (*i L+c^stey 

yithy!)^7 0. 98 g) 0 pH7. 4i:/i6^ 

(2) 0. 5M-EDTA (pH7. 5) 

EDTA - Na 4 1 1 3 g £©2,^ ;T >7k 5 OOmL^C 
«»L-C*«S-e:S. B»"CpH«r7. 5C 

(3) R I A|g@j*& : 0. 5%BSA;0. lMyyR 
1r Y y VJ* (pH7. 4) ; 0. 1 M-N a C 1 ; 2 5 
mM— EDTA • Na 4 ; pH7. 5 

ly^h^^^^^BSASg, o. 5 m y ygt 

hy^2 0 0mL (pH7. 4) , N a C 1 5. 84 
g, &tf0. 5M-EDTA5 0mLCWM» 

i y y hMZ~tt> 0 ^MT*af»i-s„ 

(4) NMS (0. 5%) 

lJffiCQNMSKR I Ag««2mL&anx.<5c» ICR I 
Ai»3 9 8mLePi6r tllioT, ftugSNMS 
**S:aj»jBffiO. 5%K*JRi-<5 D 40mLTy^- 

h-e- 7 or-efltK-TSa 

(5) 7%PEG (^T-S: 8, 0 0 0) 

0 . 0 5 M y ^M-r hy^A (pH7. 0) 1000m 
L (0. 5My l/ffc-t V y VJ* 1 0 0mL+7k9 0 0m 
L) |C, PEG7 0gSrS*t6. 

(6) 1' fciffc 

*h**#i (1:100) \*])*j-r>\>><omz.WL>(* 

>-7K0. 8mL^M6o SO^L^rya-b-C, - 
7 O^T-^-TSo 

^h-7^#2 (1:500) : * h # 1 (D*f~ — 
<D 1 o£r, R I A.Wm^ (2 0 0 n L&]m7t&) "CI : 

it(or Aboff^D^hr% pas%(cs^^-c, ^ 

h * * # 2 ©4M**R (1° Ab) SrStffi-S (aw, 
* hs/* # 2&MK1 : 1 0 0-1 : 2 0 0#^"T 

5) O 

(7) 2° ta# 

H^ti^R I Ag»«-C2raL|:f5 e R I A|§ 
Wfttl : 10i:*Rt5 (&JKttJ2 0mL) 0 -7 

[0121] «R i A^m» 

(i) («Jre3«ro, fy^-e2iB 

-To) 
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5-9 :4ffi&tt»&m 

io-i2:w m 

13-15:g^l (0. 0 8ng/fa-^) 
16-18 :i?2 (0. 16ng/fa-y) 
19-2 1 : (0. 3 2 n g/^a— 

2 2-2 4:g$4 (0. 6 4ng/^-y) 
2 5 — 2 7:gfip5 (1. 2 5ng/^-^) 
2 8-3 0 :«*6 (2. 5ng/fa-^) 
3ia±:t>^ (2<STo) &t5»fiRjfiLLj:5 (L 
amp i re i)*t>(D'7 — -/UjfiL Li 9) 
■S-^/u^ol^TH-HELfca**, n g/^a— L 

tti oteur. ^u:« (fa-yi*s^) 
©t^vftaiooiiLics^o 

[0 12 2] (2) gipIBK 

(A) ljSWcGHP (5/i g) (Pa r 1 ow) £ 

(B) 2 00 ^L7^-ht\ -7 OTC-CfltjKi-^o 

(C) 2 0 0 ji LTy a- Mfi*flXBttiU *LT2 

gfip6 : R I Attflfjft9 9 0 » L * c GHg$l 0 // L 

(5 /i g/mL) 
^5:^6 (5 0 0//L) +R I Ail$5 0 0 /z 
L 

»*4 : gl*p5 (50 0//L) +R I A|g®^5 0 0 » 
L 

«*P 3 : 4 (50 0/iL) + R I Atgffijft 5 0 0 » 
L 

gl!p2 : gip3 (50 0 /iL) +R I Affiffift5 0 0// 
L 

flfVl 2 (5 0 0/iL) + R I AlgffiffK 5 0 0 n 

L 

(3) MNMS (1° AbRUW-lsy'/U) 

(4) r i Amffim&siTom-etoz-z : 

fa-y5- 1 2 : 3 0 0 ft L 
^a — y 1 3 — 3 0: 2 5 0 //L 
fa-^3 1 — ? : 2 0 0 v L 

(s) «^a^»-^iJUliP**5 0ii Ltwni- 
a 0 *aai-*^a— y«nif-^/n o o // Lfrasap-r 

(6) fa-/5-9CNMS 10 0/1 L&S&SDi-*. 

(7) ^*-^*«»**a Q 

(8) 1* >r*fit# (^hy^#2©flM»*3Rft) 10 

(9) ffl&-e2WHH***-S. 

(10) h U-t-OBK : 1 : 5 0 *3R<Dm» h l'- 
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tl : 5 0^$-rg^LT, {SJ/iL<Dl : 5 O^fS (— 
10, OOOcpm) *S#-ra*»4r8«£1-5 D 

SlCiHRLfcl : 5 0», R I A««SrC<&tH 0 
0//L (^^--y^fcD) i^ti^^iao Tf££l*§& 
1 : 5011, HH8M-"— 6 
4 // L-f R I Ag«3 1 3 6 u L (»-&«) "Cfc 0 ; 
f^R«»tt. 1 : 5 omSLZ 1 2 0 » L + R I Ajg§f*£ 
4 8 8 8 0//L («£*«>) "CfcSo 

io (id mz**—y±xizt&mmi oo u l*tjp*. 

(1 2) ^^-y^rS^^^5o 

(l 3) SS-C2 0*IBf »-^«:»t6. 

[0 12 3] (S2BI) 

(14) fa-^SS^ilWOfa-^C, 2° A 
b 1 0 0 u L&Mz-Z>o 

(15) 5Rr3^ti£X&<n=?-~--7[-^ peg 

MlmLS:M5 0 
20 (16) ^-^£Jf#£i*r£o 

(17) 4t-C2W»t5 0 

(18) ^a— :/ l-4£&9mU *Lta^f» 
— (3 0 0 0 r pm, 4<C, 3 0 #|B]) "T 

(19) _Lfi?£;i#T6o »^d-/U3ftS3feAf-ev^S*»*-C 
5-1 0ft?$?'=L--7Z&£\C'LXmAi-Zo 

(2 0) fa-yi-4»/lto 

(2 1) 35MB**.. »jfc-*tWcJ:or«jft*:fP*f 

-5, Kttttn g/^a-y-efc9, ^U^ng/ 
30 mLMCl 0fSi-So 

[0 12 4] *fc % *»«©aiJO««ttaT©4:*5?>-e 

c 2 ] it ^ i e ^sa«©Esaa*ft srfi-aft-cts^-i- 

[3] RWIi 7«cB«oimEBWW*«:*«ft-ca 

[0 12 5] [4] I9*JS2 1 KifBttOKXttjMbfc* 
SHl-rtJt*-*-* w fc Sr^tf . ( a ) ( l ) j*ft*>u* V 
*r = -Ki-65C^U3i-^KEJ(©»», (2) 
mRNA^Pti/y^ Xte (3) GH5gL<IM;tf> 

*\ at5/^3/^— ^>^33*tS^ciB ; fcS^^tt (b) 

50 rtftsh/u^^ae-T-^JtScafi^- ; «:*U rtft*^* 
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[0126] [6 j »#*i 5^ie«oE3iita*««r*r 
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[ 8 ] f»#J® 1 5 ^85*©Eaiia^«R^S*/^ > 
Skttl^^K (ghrp) XiifiRS^^^^fta^^^e 
> (GHRH) *:*tfKft5K!l6lft^**J»a-CS* 



(si) int. ci. 7 Mauser 

A 6 1 P 5/06 
5/48 

43/00 111 
C 0 7 D 401/12 
C 0 7 K 5/078 



F I 

A 6 1 P 43/00 
C 0 7D 401/12 
C 0 7 K 5/078 
A 6 1 K 37/02 
37/36 



ill 



(72)»9» -7Vi?yb ^y*->- = —A> 

T > y #£*S 06340 y hiNI 

^ p h Vrfr -Y — ^ ^ > • sK>C >- h • p 



'J 06340 a* ^2; y h'JN 

ifn h>-rti -Y — • *tf>T >- N • n 

— K (SJfiftL) 7rYf—t^h 

yi*— ^rt 



